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The epidemic of influenza which later became known 
as “ Asian “flu” apparently originated in China in Febru- 
ary, 1957, and its causative organism, a new variant of 
influenza virus A, was first identified in cases which 
occurred in Hong Kong in April, 1957 (Meyer, Hille- 
man, Miesse, Crawford and Bankhead, 1957). The epi- 
demic spread rapidly across Asia and Europe, and 
appeared sporadicaily in Britain during the summer 
months. The first wave of infection occurred in York- 


shire : it spread almost immediately to the North and 
more slowly to the South, the North having the more 
severe experience (Martin, 1958). Local outbreaks 


developed in many places in the latter half of August, 
but October was the peak month, and the infection had 
virtually disappeared by the end of November. 

Asian influenza attacked an estimated twelve miilion 
people in Britain, and was directly or indirectly respon- 
sible for about 16,000 deaths, two-thirds of the fatalities 
being in persons over the age of 55 (W.H.O. Weekly 
Epidemiological Record, 1958). The mortality rate was 
not exceptional, possibly owing in part to the outbreak 
having passed its peak before the usual minor respiratory 
infections and winter a:iments had become widespread. 
The incidence of pulmonary complications, principally 
pneumonia, was also low, figures for general practices 
being 3.5%, of 750 (Fry and Hume, 1957) and 5% of 
542 (Edmundson and Hodgkin, 1957), and amongst 
R.A.F. recruits 5% of 391 (Gilroy, 1957); it increased 
steadily as the epidemic progressed (Cantor, 1957 ; Gil- 
roy. 1957). No accurate figures are available to indicate 
the frequency of pneumonia amongst emergency hos- 
pital admissions for Asian “flu, but it is unlikely to have 
been much in excess of one-half, at least so far as 
London hospitals were concerned: this was also the 
experience of Walker, Douglas, Leckie, Pines, and Grant 
(1958) in Edinburgh. 

Early in the epidemic it became evident that no single 
hospital was likely to have sufficient clinical material 
for a comprehensive study of the various pulmonary 
complications. Also, with much interest attaching to 
the significance of superinfection by Staphylococcus 
aureus, a special investigation of staphylococcal pneu- 
monia would necessitate the inclusion of a large number 
of hospitals. 


Material 
Two surveys were devised—one to examine the general 
pattern of all influenzal pneumonias admitted to a group 
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of hospitals, and the other to assess the clinical signi- 
ficance of secondary invasion by Staph. aureus by col- 
lecting instances of staphylococcal pneumonia from a 
wide range of hospitals. The following comprised the 
material. 

1. The clinical, radiological, and pathological records 
of all cases of pneumonia occurring in the ten London 
undergraduate teaching hospitals during the autumn of 
1957. Firm clinical evidence of influenza was required 
in each case, together with radiological or pathological 
proof of pneumonia, except in a very few in which the 
clinical evidence appeared to be unquestionable. Many 
doubtful cases were discarded, including some with 
probable pneumonia which were not x-rayed at the 
height of the disease. A total of 165 cases satisfied these 
criteria, of which 20 (12%) were regarded as instances 
of staphylococcal pneumonia. The design of the survey 
was such that viral identification could not be insisted 
upon. 

2. The clinical, radiological, and pathological records 
of cases of staphylococcal pneumonia admitted to hos- 
pitals in the London area, mainly in the North-east 
Metropolitan Region (93), the Royal Navy (8) the Army 
(13), and the Royal Air Force (21), making 135 cases 
eltogether, during the autumn of 1957. The criteria of 
influenza were the same as for the teaching hospitals. 


Comparison between Staphylococcal and non- 
Staphylococcal Pneumonia 


In order to compare staphylococcal non- 
staphylococcal pneumonia, the 20 staphylococcal cases 
have been extracted from the teaching hospital series 
and added to those from non-teaching hospitals, so that 
the comparison is between 145 non-staphylococcal pneu- 
monias from teaching hospitals and 155 staphylococcal 
pneumonias from all sources. 

The serious consequences of secondary infection by 
Staph. aureus, particularly in children and young adults, 
are amply confirmed by this investigation. Table | 
shows the mortality rates by age and sex in the two 
groups. The high proportion aged 15-34 in the staphylo- 
coccal group is partly accounted for by the inclusion of 
Service patients. The most striking feature is that for 
staphy!ococcal pneumonia age had no effect upon mort- 
ality, whilst for non-staphylococcal pneumonia almost 
all the deaths were in the oldest age group. 
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Tas_e I.—Mortality in Relation to Age and Sex 


Age (Years) Sex 

(0-14| 15-34 | 38-S4) | Male | Female 
Staphylococcal | No... 155| 10, 74 | 28 | 43 | 98 | 587 
Pneumonia | Deaths 44 3; 19 8 14 25 19 
%.. 28)30| 26 | 29 | 33 | 26 33 
Non-staphylococcall No... 145 | 10| 38 | 35 | 62 | 86 | 39 
pneumonia | Deaths 18 | 1 1 | 6 | it 7 
| 3 | 3) 12 


An attempt was made to grade the severity of the 
infection in each case into mild, moderate, or severe. 
Although complete accuracy was not possible, mainly 
because of difficulties in definition, consideration of the 
various clinical aspects and their responses to treatment 
resulted in the allocation of individual cases to one or 
other of the three categories with reasonable confidence. 
Table II shows the distribution. In the staphylococcal 


TABLE eee | of Infection in Staphylococcal and Non- 
staphylococcal Pneumonia Complicating Asian Influenza 


Mild | Moderate | Severe 


6s | 71 
69 34 


St 
N 


aphylococcal pneumonia ; 19 
on-staphyl Ip 42 


group, 71 (46%) of the patients were severely ill, com- 
pared with 34 (23%) of those with non-staphylococcal 
pneumonia, many of whom were elderly and had asso- 
ciated chronic bronchitis or cardiac disease. 

In a review of the various clinical features the 
staphylococcal series consistently showed the severer 
reaction. The median duration of symptoms before 
admission was five days for the patient with staphylo- 
coccal pneumonia and four days for the others; 18% 
of each group had symptoms for less than two days, and 
their mortality was higher than those with longer his- 
tories. The median duration of stay in hospital of 
the survivors in the staphylococcal group was 26 days, 
compared with 16 days for the others. Only 12 of the 
staphylococcal patients were in hospital for less than a 
fortnight, compared with 50 of the others. Part of this 
difference is accounted for by the long stay of the Ser- 
vice patients ; of the 42 with staphylococcal pneumonia, 
25 were in hospital for four weeks or more, but, even 
excluding these, the median for the remainder was 
24 days. 

Examination of temperature charts showed that deaths 
occurred in patients with maximum recorded tempera- 
tures ranging from 99° F. (37.2° C.) to over 105° F. 
(40.6° C.), and that a high temperature by itself did 
not carry a poor prognosis. However, the median 
duration of fever in the survivors was twice as long in 
the staphylococcal group (eight compared with four 
days), as was the duration of a temperature above 
100° F. (37.8° C.) (four compared with two days) ; 32% 
of the staphylococcal and 4% of the non-staphylococcal 
patients had a temperature of 100° F. (37.8° C.) or over 
for more than a week. In assessing the total length of 
fever, some account must be taken of the four to five 
days’ duration of symptoms before admission, which, so 
far as could be determined from the notes, was usually 
a febrile period. Hence the total duration of fever in 
the survivors was probably of the order of two weeks for 
the staphylococcal cases and eight days for the others. 

There was a sharp difference in the radiological 
features in the two groups (Table III). In the staphylo- 


coccal pneumonias 37% of all patients had three or 
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more zones involved, compared with 19% for the others. 
In each group mortality increased sharply with the 
number of zones affected. Although no radiographs 
were taken of almost half the patients who died, 
necropsy proof of extensive pulmonary involvement was 
almost invariable when this examination was performed. 
The excess of lung abscesses in the staphylococcal series 
is to be expected. 


Taste III.—Radiology at Height of Disease 


} No. of No 

Zones Involved Abs- |Radio- 

4 or | SSS | graph 

More 

Staphylococcal | No. .. 155| 27 | 44 | 27 | 30 | 21 | 27 
pneumonia Deaths 4; 2 4 il — 23 
% 28 ) 7 9 15 37 = 8&5 
Non-staphylo- | No. .. 145 65 38 16 12 2 14 
coccal Deaths 18 —_ a 6 — 5 
pneumonia 12 | — | % 


These findings amply confirm the virulent nature of 
staphylococcal pneumonia complicating Asian influenza. 
Compared with non-staphylococcal pneumonia, it 
caused a severer and longer illness, with 2 higher and 
more prolonged fever, radiological evidence of more 
extensive pulmonary involvement, and, most important 
of all, a high mortality in children and young adults. 


Pathological Aspects 
Bacteriology 
Table IV shows the principal pathogenic bacteria which 
were isolated from sputum. In the staphylococcal series, 
Str. pneumoniae and H. influenzae were found on a few 


Taste 1V.—Principal Pathogenic Bacteria in Sputum 
Organisms* 
| Cases | Str. | Strep.| H. | Kleb. | Non- 
| = “5 pneu- | pyo- | influ- | fried- | patho- Tested 
|moniae genes | enzae | ldnderi| gens 


| 
| 


Staphylococcal 


pneumonia lass last | 7 | — | 6 4 
Non-staphylo- } 

coccal 

pneumonia 145 | — 24 | 2 23 2 74 #0 


* More than one organism was cultured from several cases in both series. 
Of the four cases in the first series in which the sputum was not tested the 
diagnosis was made in one from a blood culture and in three at necropsy. 


occasions. Whether H. influenzae should be regarded as a 
pathogen in this context is not clear ; certainly it is capable 
of producing pneumonia, but the evidence that it does so 
very often is uncertain. In the non-staphylococcal group. 
almost exactly one-half yielded no pathogens, and a further 
21% either had no sputum or did not have it examined ; 
of the remainder Str. pneumoniae and H. influenzae 
occurred with equal frequency (16 and 17%, respectively), 
and Str. pyogenes and Kleb. friedlinderi were found on two 
occasions each. 
Antibacterial Therapy 

Table V shows the frequency with which the various anti- 
bacterial drugs were used. In the non-staphylococcal series, 
penicillin was administered to no less than 74% of the 
patients and one or other of the tetracycline group to 32%. 
Most of the patients had an illness of only mild or moderate 
severity, and a single drug sufficed to effect a cure in most of 
these. Indeed, 60% of patients had only one antibacterial 
drug. The other remedies, such as streptomycin and chlor- 
amphenicol, were usually reserved for severe infections and 
were given either in conjunction with the first choice or 
after it had failed. 

In the staphylococcal series, the pattern of chemotherapy 
was rather different. Although penicillin (76°%,) and the 
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Taste V.—Number of Patients Treated with Various Drugs 


No. of Patients Treated 


| Non-staphy- | Staphy- 

lococcal lococcal 
Sulphonamides 16 12 
Penicillin .. 108 | 118 
Tetracycline 47 76 
Chloramphenicol . . 13 25 
Streptomycin 20 37 
Erythromycin 2 39 


tetracycline group (49%) were the most popular, erythro- 
mycin, streptomycin, and chloramphenicol were used much 
more frequently than in the non-staphylococca! series. 
Only 28% were given a single drug. The great majority 
had at least two of the remedies listed in Table V, and two 
had as many as five. These were usually given either in an 
effort to overcome fulminating influenza or in order to 
conform with the results of tests for drug sensitivity. The 
sensitivities of the various staphylococci are given in Table 
VI, according to whether they were isolated (a) within four 


VI.-~—-Sensitivities of Staphylococci Isolated from Patients 
with Staphylococcai Pneumonia Following Influenza 
(a) Isolated | (c) Influenza} o, 
Within 4 Days 4Days After | Contracted esis- 
of Admission Admainion in Hospital tant 
+c) 
esis- Resis-; Resis- 
| No. tant | ‘tant | tant | 
Sulphonamides | « 1s 44 5 4 | 1 0 | 67 
Penicillin 113. | #55 49 18 16 9 9 | 93 
Streptomycin ‘ 89 i | 22 17 9 7 6 | 62 
Tetracycline | Rin 18 12 74 
Chloramphenicol | 9% | 6 | 6 16 | 1 7 
Erythromycin 60 4 7 17 1 8 0 4 


days of admission and were presumably acquired outside 
hospital, (6) more than four days after admission and could 
well have been acquired within hospital, and (c) from patients 
already in hospital when they contracted influenza. As 
might be expected, the latter groups show a considerably 
higher resistance rate to the more commonly used anti- 
biotics, penicillin, streptomycin, and tetracycline, the figures 
being 93°, 62%, and 74%, respectively, compared with 
49°, 12%, and 22% of strains isolated within four days of 
admission. The low rate of resistance to chloramphenicol 
and erythromycin probably reflects the relatively restricted 
use of these drugs in the past. An attempt was made to 
correlate the in vitro sensitivities with therapeutic responses, 
but, chiefly because of the many occasions on which two 
or more drugs were prescribed either together or in succes- 
sion, no valid conclusions could be drawn. 


White Blood Cell Count 
In almost all hospitals a white blood cell count was done 
a$ a routine, usually with a differential count in addition. 
In 26 patients the count was repeated after an interval, but 
the great majority had only a single observation. Table 
VII shows that the test was carried out in all but 40 of the 


TABLE VII. -White Blood Cell Counts Within Five Days of Ad- 
mission to Hospital Related to Deaths and Survivors from 
Severe Infections 


oy 
| of Deaths 
: | land Survivors 
W.B.C. Cases Deaths | Infections from Severe 
| Infections 
= | (a) (b) (a+b) 
Pneumonia ae ; 63 17 10 | 43 
| 6 9 44 
Not known. 40 18 5 | 57 
Non-staphylo- | <6,000 ..| 34 | § 3 24 
coccal = | 71 9 | 20 
Pneumonia | 14,000 23 1 26 
7 2 53 


Not known. . 17 
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155 staphylococcal patients and all but 17 of the 145 non- 
staphylococcal patients. In both groups counts were 
omitted in several patients who died shortly after admission. 
The findings strongly suggest that no relationship exists 
between a white cell count taken within five days of admis- 
sion and either the severity of the illness or the mortality. 
Despite the theoretical argument that it might help to 
differentiate a predominantly viral infection from one with 
secondary invasion by a pyogenic organism, this examina- 
tion, at least so far as pneumonia complicating influenza 
is concerned, seems to provide little information of value, 
and the rarity of serial counts confirms this view. 


Clinical Aspects 

Although the majority of patients overcame their infections 
without causing undue alarm, many had features which are 
associated with a grave prognosis, such as mental changes, 
prostration, pallor, cyanosis, and excessive dyspnoea. In a 
number of instances the influenza was superimposed upon 
other diseases—for example, chronic bronchitis and cardio- 
vascular disorders. In order to enlarge the experience of 
these more formidable aspects, a further 79 cases of non- 
staphylococcal pneumonia have been added to the staphy- 
lococcal and non-staphylococcal groups compared above. 
making 379 cases altogether. The further 79 cases were 
from non-teaching hospitals ; some were thought originally 
to be instances of staphylococcal pneumonia, the others 
were from hospitals which supplied non-staphylococcal in 
addition to staphylococcal material. They were to some 
extent a selected group with severe infections, and so could 
not be included in the foregoing comparison between 
staphylococcal and non-staphylococcal pneumonias. 


Previous History 


Chronic Bronchitis and Emphysema.—A previous history 
of chronic bronchitis was noted in 84 patients, and of these 
25 (30%) died. The great majority were over the age of 55, 
and this mortality is similar to the overall rate within this 
age range. Almost certainly more would have died if the 
epidemic had reached its height in the winter months, but 
some credit must be given to their medical attendants, princi- 
pally general practitioners, for instituting early and effective 
treatment in this vulnerable group. The pattern of infection 
did not differ appreciably from that in non-bronchitics, but 
any tendency to asthma or bronchospasm exaggerated the 
degree of dyspnoea. 

Ischaemic heart disease was present in 11 patients, of 
whom six died, and hypertensive heart disease in six, with 
two deaths. Cardiac failure contributed to a fatal outcome 
in several of these. 

Several authors have been impressed by the seriousness of 
Asian influenza in patients with chronic rheumatic carditis, 
particularly mitral stenosis. Reid (1957) saw nine such 
patients with two deaths, and Govan and Macdonald (1957) 
had experience of nine patients who were also pregnant, of 
whom four died. Hers, Goslings, Masurel, and Mulder 
(1957) found 10 rheumatic hearts in 252 necropsies, and Giles 
and Shuttleworth (1957) seven in 46 necropsies ; Roberts 
(1957), examining 12 cases of fatal fulminating influenza, 
noted mitral stenosis in three. In our series, eight patients 
had chronic rheumatic carditis (six mitral stenosis, two 
aortic incompetence), of whom four died. These figures are 
well in excess of the expected mortality, and associated 
rheumatic heart disease must be regarded as a serious 
disadvantage. 

Pregnancy.—In its later stages, pregnancy certainly consti- 
tutes a hazard when influenzal pneumonia is superimposed. 
Of seven pregnant women in this series, two died, one 
having mitral stenosis in addition. The others were all very 
ill, and four delivered their babies at the height of the 
infection. 

Diabetes.—Of nine diabetics, six died, four of whom were 
admitted in a state of coma with grossly disordered carbo- 
hydrate metabolism. 
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Nervous Features 

Mental changes are among the most alarming features of 
influenzal pneumonia. They vary from confusion to 
delirium and coma, and were present in some degree in 15°. 
of this series. They can be accounted for by three entirely 
different mechanisms—namely, by anoxia and carbon 
dioxide retention resulting from pre-existing chronic 
pulmonary disease or extensive involvement of the lungs 
and air passages; by “general toxaemia,” in which case 
the adrenals may play a part; or by direct invasion of the 
brain by viruses or bacteria. The invasive nature of in- 
fluenza! pneumonia is such that gaseous exchange in the 
lungs may easily become inadequate, particularly in patients 
with pre-existing chronic pulmonary diseases, and the 
resulting acute anoxia will readily contribute to mental 
impairment. “General Toxaemia™ is discussed later in 
relation to fulminating influenza. Evidence of direct 
microbial invasion of the brain is fragmentary. 

Although the existence of true influenzal encephalitis 
remains somewhat nebulous, the clinical features in several 
of the cases reported in the present outbreak have been 
typical of a viral encephalitis ; but the organism has not 
been found in the brain, and the changes in the cerebro- 
spinal fluid have been scanty or absent (Dubowitz, 1958 : 
Smith, 1958; Dunbar, Jamieson, Langlands, and Smit, 
1958). McGill and Goodbody (1958) report an instance 
with extensive haemorrhages in the white matter, con- 
forming to the acute haemorrhagic leuco-encephalitis 
described by Crawford (1954), but Giles and Shuttleworth 
(1957) were unable to find any microscopical evidence of 
encephalitis in two patients admitted to hospital in coma 
and whose brains showed intense congestion and oedema. 
Perhaps further evidence of the possible neurotropic 
properties of the Asian strain will be forthcoming. The 
following are instances of neurological involvement in this 
series. 


L. S., male aged 44. On admission, two days’ history of cough, 
sputum, pleurisy, stiffness of neck, and mental confusion. Tem- 
perature 104° F. (40° C.); purulent sputum containing H. 
influenzae ; radiological consolidation in three zones. Diagnosed 
as “ meningism,” the cerebrospinal fluid containing 27 cells per 
c.mm., 90% lymphocytes, 10% polymorphs. Treatment with 
penicillin and “ sulphatriad *’ resulted in a complete clinical re- 
covery in six days; discharged from hospital after 16 days. 

A. M., male aged 17. Admitted to hospital on day of onset, 
with general aches, cough, and mental confusion. Temperature 
103° F. (9.4° C.), scanty mucopurulent sputum containing no 
pathogens, radiological consolidation right base. Treated with 
penicillin, but fever persisted with increasing delirium leading to 
coma and generalized convulsions. Died on the tenth day. Post- 
mortem examination showed deeply congested superficial cerebral 
veins with slightly blood-stained fluid in both ventricles ; no micro- 
scopical evidence of haemorrhage or encephalitis: 

r. B., male aged 22. On admission, six days’ history of in- 
creasing illness with moderate fever and delirium. Radiological 
consolidation of right middle and lower zones; Staph. aureus iso- 
lated from thin right purulent effusion on day of admission. 
Treated with penicillin, streptomycin, and erythromycin in full 
doses. Became rapidly comatose, the cerebrospinal fluid being 
purulent and containing 2,160 cells per c.mm., mainly polymorphs. 
Died on tenth day of illness. Necropsy showed extensive pneu- 
monia of both lungs with multiple small staphylococcal abscesses. 
The brain contained several septic infarcts in addition to 
meningitis. 

D.C., male aged 22. On admission, three days’ history of in- 
creasing headache, dyspnoea, and mental confusion. Tempera- 
ture 104° F. (40° C.); purulent sputum contained Staph. aureus 
sensitive to all drugs; patchy radiological consolidation in all 
zones of both lungs. Stiffness of the neck led to a diagnosis of 
meningism, and the cerebrospinal fluid contained 12 cells per 
c.mm., of which |! were lymphocytes. Treated with penicillin, 
tetracycline, and chloramphenicol, he made a complete recovery 
in a month. 

The third of these patients evidently died from septic 
emboli which derived from the lungs. The others had 
fairly firm clinical evidence of encephalitis, but pathological 
proof was lacking. 
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Amongst the minor neurological disorders, one young 
adult, who had a sharp attack of influenza, developed weak- 
ness and tingling of one leg which was attributed to a toxic 
neuritis ; it resolved completely in three weeks. Another 
had a transient weakness of one arm. 

Post-influenzal depression was noted on a number of 
occasions. 

Fulminating Influenza 

A diagnosis of fulminating influenza is often made in 
patients whose clinical features are alarming and in whom 
the degree of toxaemia is extreme. Despite the lack of a 
clear definition, the term is a useful one. In the 1918-19 
epidemic the graver forms were referred to as “* pneumonic 
influenza,” the course of the illness being regarded as 
“ fulminating * (French, 1920). Clearly, emphasis upon the 
pulmonary component to the exclusion of the state of the 
air passages and the degree of toxaemia is undesirable, and 
the somewhat non-committal term fulminating influenza is 
now generally used to describe the severest forms of this 
infection (Scadding, 1937 ; Stuart-Harris, 1953). 

In this series 132 patients were judged to have been 
gravely ill, of whom 76 (58°) died. How many of these 
should be regarded as instances of fulminating influenza is 
a matter of opinion, but, so far as could be judged from 
the records, they all fell within the category. They had the 
features ordinarily associated with this diagnosis in the 
following proportions: prostration (55°.,), cyanosis (80°), 
pallor (12%), mental disturbance (48%), excessive dyspnoea 
(62°), and blood-stained sputum (36%). The figures are 
comparable to those from previous epidemics, and the 
reason for the large total is that the cases were derived from 
a considerable number of sources and contained a high 
proportion (71, or 54°.) of instances of staphylococcal 
pneumonia. 

Perhaps the outstanding qualities of fulminating influenza 
are the short duration of the acute illness and the severe 
degree of toxaemia, so that effective treatment to combat 
collapse must necessarily be given quickly. In addition to 
oxygen therapy, antibacterial drugs, and the maintenance of 
a clear airway, which are considered elsewhere, the possi- 
bility of steroid therapy arises, the value of which in the 
present epidemic has produced conflicting opinions. Plaza 
de los Reyes and Cruz-Coke (1957) and Rotem (1957) claim 
to have obtained good results ; Walker ef al. (1958) are not 
particularly impressed ; and Gunn (1957), after observing 
four fatal cases treated in this way, thinks that they should 
not be given and suggests that they may interfere with 
immunity mechanisms. Librach (1957), summarizing the 
evidence for and against steroid therapy in acute infections, 
advocates caution. Before passing final judgment, three 
aspects need to be considered. 

(a) Evidence of Adrenal Damage.—Macroscopic evi- 
dence of damage was rarely encountered in the present 
epidemic. Amongst the necropsies in this series, the state 
of the adrenals was recorded on 24 occasions. None 
showed gross changes, but the following were observed: 
acute congestion (2), loss of cortical lipoid (2), enlarge- 
ment and tenseness (1), and a few focal haemorrhages (1). 
Warrack (1957) cites an instance of fulminating influenza 
in which the adrenals showed only a minimal amount of 
functional tissue, with heavy intercellular haemorrhage. 
Adrenal haemorrhage was noted on only eight occasions 
in a survey of 219 necropsies undertaken by the Public 
Health Laboratory Service (1958). Hence evidence of 
structural damage is not impressive. 

(hb) Effect of Toxaemia upon the Adrenals.—Adrenal 
impairment, which need not necessarily be accompanied 
by evidence of macroscopic or microscopic damage, may 
prevent the output of large quantities of hydrocortisone 
and thus lead to a relative failure. The acute toxaemia 


of fulminating influenza rarely lasts for more than a few 
days, so that the administration of hydrocortisone would 
be no more than a form of substitution therapy. Its 
frequent use in similar crises, such as post-operative 
states, suggests that it does not interfere with the processes 
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of inflammation and healing provided that it is used for 
a short time only. 


(c) Nature of Fulminating Influenza.—The essential 
components are inflammation and obstruction of the air- 
way to the lungs, pulmonary oedema, haemorrhage and 
pneumonia, and toxaemia. Steroid drugs can hardly be 
expected to relieve tracheobronchial obstruction, and their 
ability to restrict the spread of infection in the lungs is 
doubtful. Where they are most likely to succeed is in 
the suppression of circulatory collapse resulting from 
toxaemia, and this is the purpose for which they are given. 


Biochemical proof of inadequate adrenal response to 
fulminating influenza is not so far forthcoming, and when we 
are faced with a desperately ill patient the results of such 
tests as are available cannot be awaited. Surely the best 
policy is to give hydrocortisone for a few days in the reason- 
able hope that it will be effective and the almost certain 
knowledge that it will do no harm. 

In this series some 27 patients had steroid therapy in 
adequate dosage, usually 100 mg. of hydrocortisone intra- 
venously, followed by 50 mg. 6- or 12-hourly ; of these, 17 
died. The relative importance of obstructed airway, loss 
of effective alveolar surface, and toxaemia in each case can- 
not be accurately assessed from the notes. Also, eight of 
the deaths occurred within 24 hours of admission to hospital. 
However, the impression is that the survivors were those 
with a reasonably free airway and comparatively little radio- 
logical evidence of consolidation who responded promptly 
to a combination of hydrocortisone and antibiotics. 

The following case illustrates the difficulties of clinical 
assessment. 

L.S., female aged 16. Influenza started with a cough, sore 
throat, and left pleuritic pain. She remained at home, feeling 
reasonably well with a mild fever, until the fifth day, when she 
was admitted to hospital with a few hours’ history of increasing 
illness and delirium. On examination she was prostrate, pale, and 
semicomatose. She had a tachycardia and a temperature of 
104° F. (40° C.). Her breathing was unembarrassed, she had no 
sputum, and there were signs of bronchitis in her lungs; a radio- 
graph of her chest showed patchy consolidation at the left base. 
Within an hour of admission she had had 50 mg. of hydrocortisone 
and 250 mg. of erythromycin intravenously, and 20 ml. of anti- 
staphylococcal gamma-globulin. After four hours she was much 
improved, and at the end of 24 hours she seemed to have fully 
recovered. Erythromycin was continued, by mouth, for a further 
two days, and she was discharged from hospital perfectly well 
after 16 days. 


Obstructed Air-passages 

In the early stages of influenza the brunt of the infection 
often falls upon the epithelium of the trachea and bronchi. 
The inflammatory reaction may be severe enough to cause 
obstruction to airflow, with consequent stridor and indraw- 
ing of the soft tissues of the neck during inspiration ; if 
unrelieved, it can by itself lead to a fatal outcome. On 
reaching the lungs the infection characteristically passes 
through the phase of oedema and haemorrhage before 
frank consolidation develops. Hence, from the therapeutic 
standpoint, the need to relieve respiratory obstruction occa- 
sionally overshadows all other measures, and this particu- 
larly applies in fulminating influenza. 

Tracheobronchial intubation serves the dual purpose of 
enlargement of the airway by the removal of debris, usually 
at the expense of damage to the acutely inflamed respiratory 
epithelium, and the aspiration of inflammatory products and 
oedema which derive from the lungs ; these latter may not 
amount to more than an ounce or two at a single aspiration, 
but their removal often gives considerable symptomatic 
relief. Therefore, adequate clinical and, if possible, radio- 
logical assessment must be made before intubation in order 
to determine so far as is possible the extent both of the 
Obstruction to airflow and of the pulmonary oedema. 

Bronchoscopy, perhaps because it is the commoner 
procedure, can often be performed more quickly and easily 
than tracheotomy. It has the advantage that the larger 
bronchi can be aspirated under direct vision, but it is dis- 
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tressing and exhausting, and the inevitable epithelial damage 
is such that the instrument should not be passed more than 
once. Indeed, bronchoscopy should probably be reserved 
for acute emergencies only. 


Tracheotomy, the treatment of choice in tracheo- 
bronchial intubation, is a minor procedure in the hands of 
experts, and enables the nursing staff to carry out repeated 
suction by catheterization. 

Despite the theoretical objections of some authors 
(Sheldon, 1957), intubation was regarded as a life-saving 
procedure in the present epidemic by the majority (Ander- 
son and Niblock, 1957; Rawlins, 1957; Walker ef al., 
1958). Almost certainly it should have been performed 
earlier and more frequently. In this series bronchoscopy 
was carried out three times (no deaths) and tracheotomy six 
times (three deaths). Several other patients had clinical 
evidence of a stridor, which usually resolved with antibiotic 
therapy ; but a very large number had extensive pulmonary 
oedema, and upon them aspiration was not attempted. 

L.P., female aged 9. Admitted with two days’ history of in- 
creasing dyspnoea, sore throat, and vomiting. On examination 
temperature 104° F. (40° C.), extreme dyspnoea, cyanosis, stridor, 
and sucking in of soft tissues of the neck during inspiration. Lung 
fields radiologically clear; purulent sputum contained scanty 
Staph. aureus. Dramatic recovery in four days with antibiotics, 
tracheotomy, and repeated tracheobronchial aspiration. 

D.P., female aged 8. Admitted with two days’ history of 
general aches, rigor, and increasing dyspnoea. On examination 
temperature 104° F. (40° C.), she was collapsed, cyanosed, and 
breathless with stridor. Extensive confluent radiological opacities 
in all zones of the right lung. Purulent sputum contained Staph. 
aureus. Failed to respond to tetracycline and erythromycin, be- 
coming increasingly breathless, and died on the sixth day of her 
illness. No bronchoscopy or tracheotomy. Necropsy showed that 
the whole of the trachea and main bronchi were filled with thick 
tenacious yellowish-brown mucopus. The lungs showed extensive 
haemorrhagic oedema and bronchopneumonia with multiple small 
abscesses. 


Lung Abscess 

Radiology cannot reflect the true incidence of abscess 
formation in the acute stages, because the ring shadows are 
often obliterated by surrounding pneumonia and oedema. 
This was frequently seen when comparing radiographs with 
necropsy specimens, and applied particularly to the smaller 
abscesses which occur so commonly in acute staphylococcal 
pneumonia. However, radiological cavitation was observed 
on 25 occasions—staphylococcal 21 (14%), others 4 (2%). 
There were no deaths in this group, principally because 
they could not be diagnosed in the acute stage. 

In the staphylococcal series, several of the large lung 
abscesses were diagnosed two weeks or more after the 
onset of influenza in patients who felt that they had more 
or less recovered from their infections but who were 
troubled by excessive purulent sputum. Most of the 
abscesses responded rapidly to antibiotic therapy. During 
the short period of observation available, 13 resolved com- 
pletely, 5 became hairline cysts of which 2 persisted, 2 
continued as thin-walled cavity systems, and 1 remained a 
rather thick-walled cavity after two months. The four lung 
abscesses in patients from whom Staph. aureus was not 
isolated resolved with treatment ; staphylococci might well 
have been found in these if they had been looked for earlier 
and more thoroughly. 


Pleural Effusion 

Pleural effusions occurred in 24 patients: staphylococcal 
18 (12%), and others 6 (3%). For the most part they were 
small and serous, and resolved without treatment or follow- 
ing simple aspiration. There were four empyemata, three 
of which were successfully treated by aspiration and the 
instillation of penicillin. The fourth was a_ classical 
example of an acute staphylococcal lung abscess which 
ruptured into the pleural cavity and produced a pyo- 
pneumothorax. Aspiration was followed by pleural decorti- 
cation and a full recovery. 
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Cardiovascular Complications 

Acute myocarditis may have been the precipitating cause 
of death in a few cases of fulminating influenza, probably 
resulting more from the general toxaemia than from any 
specific effect of the virus upon the myocardium. Giles and 
Shuttleworth (1957), in a series of 46 post-mortem examina- 
tions, frequently encountered cardiac enlargement for 
which there seemed to be no adequate explanation, and 
myocardial oedema was in their opinion the most constant 
microscopical finding. The following are instances of myo- 
cardial involvement. 

P.M., female aged 19. Admitted to hospital with one day's 
history of general aches, lassitude, cough, and pleuritic pain. 
During the next six days her condition gave rise to no anxiety, her 
temperature did not exceed 100° F. (37.8° C.), and a radiograph 
of her chest after four days showed no abnormality. Her scanty 
sputum was not examined. On the seventh day of her illness she 
rapidly became worse, with delirium leading to coma, and died 
on the eighth day, despite large doses of penicillin, chloram- 
phenicol, intravenous sieroids, and staphylococcal antitoxin, Post- 
mortem examination revealed extensive pneumonia and haemor- 
rhagic oedema of both lungs, a culture growing Staph. albus only. 
The pericardial sac contained a few ounces of clear yellow fluid, 
and there were a few subpericardial petechiae. The heart was 
dilated, weighed 251 g.. and the myocardium was pale, soft, and 
claylike in consistency. Subendocardial haemorrhages were seen 
throughout the left ventricle. 

P. McL., female aged 23. Admitted to hospital with seven days’ 
history of lassitude, general aches, and pleurisy. On examination 
she was semicomatose, cyanosed, breathless, and had a tempera- 
ture of 102° F. (38.9° C.). She was treated with intramuscular 
chloramphenicol and intravenous hydrocortisone, but died 30 
hours later. Necropsy showed extensive bronchopneumonia and 
haemorrhagic oedema of the lungs with one acute abscess, measur- 
ing an inch (2.5 cm.) across. The pericardium contained 400 ml. 
of green purulent fluid with rough fibrin deposits. The heart was 
dilated, weighed 300 g., and the myocardium was creamy white, 
very soft, and of claylike consistency; there were a few small 
abscesses in the wall of the left ventricle. Coagulase-positive 
staphylococci and haemolytic streptococci group A were cultured 
from the trachea, the lungs, and the lung abscess; the streptococci 
were also grown from the blood and the pericardial fluid. 

Embolic Phenomena.—Instances of embolic spread to 
sites outside the thorax were seen only in the staphylococcal 
series, and then only on four occasions (3%). An example 
of multiple cerebral infarcts has already been cited. 
Another patient developed several emboli of his fingers and 
toes, and acute arthritis of the knee. Staph. aureus was 
cultured from his blood, and he recovered completely in 
three weeks with appropriate antibiotics. A third patient 
developed a septic infarct of his foot which required incision 
and from which Staph. aureus was isolated. 

J.C., male aged 23. Admitted to hospital with a history of 
influenza two weeks previously, from which he never fully re- 
covered. Three days before admission he developed acute arthritis 
of the ankle. A radiograph of his chest showed confluent con- 
solidation of the greater part of the left lower lobe, and his 
purulent sputum contained Staph. aureus. He responded well to 
antibiotics, and was discharged from hospital after three weeks 
with his foot in plaster. 


Discussion 


Every few years epidemic influenza presents its challenge 
to medical resources. Reports of outbreaks of Asian 
influenza during its passage from the Far East suggested 
that the pulmonary complications were few and the 
mortality rates low (Guthrie, Forsyth, and Montgomery, 
1957 ; Lim, Smith, Hale, and Glass, 1957 ; Rowland, 1958). 
In Britain several problems associated with the pneumonic 
forms were anticipated, such as the possible number of 
deaths in the various age groups, particularly in the elderly 
with pre-existing cardiac and pulmonary diseases, the 
frequency of the fulminating variety, the nature of the com- 
plications, the pattern of secondary bacterial invasion, and 
the efficiency of the newer remedies such as tetracyclines, 
chloramphenicol, erythromycin, and the corticosteroids. 

The mortality among the 165 patients in London under- 
graduate teaching hospitals was t0°,, the majority of deaths 
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occurring at or after the age of 55 ; this compares with 11°, 
of 262 pneumonic patients analysed by the Combined Study 
Group, Dundee (1958), and 17% of 69 similar patients seen 
by Walker et al. (1958) in Edinburgh. Death rates from 
pneumonic influenza before antibiotics were discovered were 
27.5-40% in the pandemic of 1918-19 (Brem, Bolling and 
Casper, 1918; Opie, Freeman, Blake, Small, and Rivers, 
1919; Chickering and Park, 1919; French, 1920), with no 
improvement in later epidemics (Collins, 1931; Scadding, 
1937). Direct comparisons between Asian influenza and 
pre-antibiotic epidemics are naturally hazardous, owing to 
differences in virulence of the viruses concerned and of 
associated bacteria, and the variable times of onset and 
duration ; but if they are limited to cases with pneumonia, 
these difficulties are to some extent overcome. Certainly, 
the consistently lower death rates in recent years cannot 
easily be explained other than by attributing them to im- 
proved methods of treatment. 

Instances of fulminating influenza occur in all major epi- 
demics and constitute a considerable clinical problem. 
Owing to the lack of a satisfactory definition, their 
frequency in this or other epidemics cannot be determined. 
In the present context they seemed to occur unevenly in 
and near London, some large hospitals admitting none and 
others as many as five or six. Of the 132 patients whose 
influenza was regarded as fulminating, 58% died ; 30% of 
the deaths occurred within 24 hours and 80% within a week 
of admission. At the height of the outbreak many hospitals 
were crowded with patients. The medical and nursing 
staffs, often depleted by the infection, had to care for many 
influenza patients, one or two of whom might be suffering 
from this acute medical emergency, against which some of 
the newer remedies had not been adequately tested. As the 
epidemic progressed, the pattern of infection became clear 
and the treatment more definitive. Several hospitals formu- 
lated emergency plans for the very ill which were carried 
out on admission, and consisted in the main of oxygen 
therapy, intravenous erythromycin and hydrocortisone, and, 
if available, staphylococcal antitoxin. These measures 
almost certainly saved lives in the present series, but a 
study of the records suggested that insufficient use was 
probably made of early intratracheal intubation. 

Secondary invasion by Staph. aureus, as had been antici- 
pated, undoubtedly added materially to the severity of the 
outbreak. It was encountered in 12% of the 165 patients 
in London undergraduate teaching hospitals, and was very 
common in pathological series from other sources. Roberts 
(1957) found Staph. aureus, usually in pure culture, in 8 
out of 9 cases of fulminating influenzal pneumonia, Hers 
et al. (1957) in 61% of 103 fatal cases of influenza, Giles and 
Shuttleworth (1957) in 33% of 46 influenza deaths, and the 
Public Health Laboratory Service (1958) in 62° of 477 
fatalities. 

Experience in this epidemic has left the question of the 
choice of antibiotics for routine use to some extent un- 
solved. The majority of patients overcame their pneumonia 
uneventfully, and penicillin and tetracycline appeared to be 
equally effective. The problem lay with the 10-15%, who 
developed staphylococcal pneumonia. Patients treated at 
home in the first instance, as were one-third in this series, 
may reasonably be given penicillin or tetracycline in the 
knowledge that it is suitable for non-staphylococcal infec- 
tions, and will rapidly resolve about one-half of the staphy- 
lococcal infections. Once patients have been admitted to 
hospital, close co-operation with the laboratory is neces- 
sary, so that staphylococci may be identified in direct smears 
of sputum within two hours and their sensitivities reported 
from primary cultures in 24 hours. This system was in 
use in many hospitals taking part in this investigation, and 
accounts partly for the frequent changes in antibiotic 
therapy within 48 hours of admission in the staphylococcal 
series. 


The complications were remarkably few. Pleural effu- 


sions, with one exception, responded to simple measures, 
and antibiotics were almost uniformly successful in resolving 
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lung abscesses. Isolated instances of direct spread of infec- 
tion to the heart and embolic spread to the brain occurred, 
with fatal consequences. 


Summary 


The clinical and pathological records and radiographs 
of 165 patients with pneumonia complicating influenza 
admitted to the 10 London undergraduate teaching 
hospitals in the autumn of 1957 are reviewed. Of these, 
20 (12%) were instances of staphylococcal pneumonia. 

The non-staphylococcal cases are compared with 
the staphylococcal cases, together with a further 135 
instances of staphylococcal pneumonia complicating 
influenza during the same period which were derived 
from hospitals in and near London, mainly in the 
North-east Metropolitan Region and from the three 
armed Services. 

The severer course and higher mortality in the staphylo- 
coccal series are discussed. 

The clinical assessment and emergency treatment of 
fulminating influenza are described, with special refer- 
ence to bacteriology, choice of antibiotics, steroid 
therapy, and tracheobronchial intubation. 

In order to enlarge experience of the severer forms 
of influenzal pneumonia and the less common forms of 
treatment, the records of 79 cases were added to the 
above series, making a total of 379 cases. 


We record our sincere thanks to the many physicians and 
pathologists who made the collection of so large a series possible, 
particularly the medical committees of the 10 London under- 
graduate teaching hospitals, the Senior Administrative Medical 
Officer, and the medical committees of the hospitals in the North- 
east Metropolitan Region, and the Medical Directors General and 
medical officers of the Royal Navy, Army, and Royal Air Force. 
We are also indebted to individual physicians and pathologists at 
the following hospitals—Bedford General, Brompton, Buchanan, 
Lister, Mount Pleasant, North Herts, Royal East Sussex, Royal 


Northern, Schrodells, St. Andrew's, Bow. St. Helier, and St. 
Olave’s. 

REFERENCES 
Anderson, J. L., and Niblock, W. McN. (1957). Lancet, 2, 1337. 


Brem, W. V., Bolling, G. E., and Casper, E. J. (1918). J. Amer. med. Ass.. 
71, 2138. 

Cantor, J. (1957). Brit. med. J., 2, 1112. 

Chickering, H. T., and Park, J. H. (1919). J. Amer. med. Ass., 

Collins, S. D. (1931). Publ. Hith Rep. (Wash.), 46, 1909. 

Combined Study Group, Dundee (1958). Brit. med. J., 1, 908. 

Crawford, T. (1954). J. clin. Path., 7, 1. 

Dubowitz, V. (1958). Lancet, 1, 140. 

Dunbar, J. M., Jamieson, W. =. Langlands, J. H. M., 
(1958). Brit. med. J., 1, 91 

Edmundson, P., and Hodgkin, K. (1957). Thid., 2. 1058. 

French, H. (1920). Reports on Public Health and Medical Subjects. No. 4, 
p. 66. H.M.S.O., London. 

Fry, J.. and Hume, E. M. (1957). Brit. med. J., 2. 1057. 

Giles, C., and Shuttleworth, E. M. (1957). Lancet, 2, 1224. 

Gilroy, J. (1957). Brit. med. J., 2, 997. 

Govan, A. D. T., and Macdonald, H. R. F. (1957). Lancet, 2, 891. 

Gunn, W. (1957). Ibid., 2, 1004. 

Guthrie, J., Forsyth, D. M., and Montgomery, H. (1957). Ibid., 2, 590. 
Hers, J. F. Ph., Goslings, W. R. O., Masurcl, N.. and Mulder, J. (1957). 
Tbid.. + 1164. 

Librach, M. (1957). Ibid., 2, 1170. 

Lim. K. > Smith. A., Hale, J. H., and Glass, J. (1957). Tbid., 2. 791. 

McGill, R. J., and Goodbody. R. A. (1958). Ibid. 1, 320 

Martin. W. J. (1958). Brit. med. J., 1, 419. 

Meyer, H M., jun., Hilleman, M. R., Miesse, M. L., Crawford. ‘ak P.. and 
Bankheac, A. S. (1957). Proc. Soc. exp. Biol. (N.Y.), 95, 

Opie, E. L.. Freeman, A. W., Blake, F. G., Small, J. C., and haem T. M. 
(1919). J. Amer. med. Ass., 72, 556. 

Plaza de los Reyes, M., and Cruz-Coke. R. (1957). Lancet, 2, wae 

Public Health Laboratory Service (1958). Brit. med. J., 1, 915 

Rawlins, G. A. (1957). Lancet, 2, 1169. 

Reid, N. C. R. W. (1957). Brit. med. J., 2, 939. 

Roberts, G. B. S. (1957). Lancet, 2, 944. 

Rotem, C. E. (1957). Ibid., 2, 948. 

Rowland, H. A. K. (1958). Brit. med. J., 1, 422. 

Scadding. J. G. (1937). Quart. J. Med., N.S. 6, 425 

Sheldon, D. W. S. (1957). Lancet, 2, 1066 

Smith, R. N. C. (1958). Ibid., 1, 217. 

Stuart-Harris, C. H. (1953). Influenza and other Virus Infections of the 
Respiratory Tract. Arnold, London. 

Walker, W. C., Douglas, A. C., Leckie, W. J. H., Pines, A., 
I. W. B. (1958). Lancet, 1, 449. 

2, 1287. 

Weekly Epidemiological Record (1958). 33, 


72, 617. 


and Smith, G. H. 


and Grant, 


Warrack, A. J. N. (1957). Ibid., 
World Health Organization. 
No. 7, p. 90. 


NEUROLOGICAL AND HEPATIC 
DISORDERS ASSOCIATED 
WITH INFLUENZA 


BY 


Cc. C. KAPILA, O.B.E., M.B., M.R.C.P., D.T.M.&H. 
Brigadier 


S. KAUL, M.D., M.R.C.P. 
Lieutenant-Colonel, A.M.C. 


S. C. KAPUR, M.D. 
Major, A.M.C. 


T. S. KALAYANAM, M.B., B.S., M.R.C.P.Ed. 
D.T.M.&H. 
Major, A.M.C. 


AND 


D. BANERJEE, M.B., B.S., M.R.C.P.Ed., D.T.M.&H. 
Captain, A.M.C. 


From time to time in the history of mankind influenza 
has taken its toll in terms of human life and suffering. 
The present pandemic, which appears to have started 
in North China in the early spring of 1957, spread to 
Hong Kong, and was first reported from Singapore in 
May. Cases started to appear in Madras in the same 
month, after the arrival in the port of s.s. Rajula from 
Singapore. Very soon after, other Indian ports also 
reported the occurrence of cases. The epidemic thence 
spread fanwise throughout the country, and by the end 
of the month most of the towns of South India were 
affected. The vast majority of these cases conformed 
to the usual clinical picture associated with influenza 
and described in previous epidemics (Abrahams ez al., 
1919; Stuart-Harris, 1945). Early in this epidemic we 
realized that some of the cases showed unusual clinical 
features referable to the central nervous system and the 
liver. These cases were therefore studied in detail, and 
the observations form the subject of this paper. 


Present Investigation 


Out of 9,459 cases of influenza admitted to the various 
military hospitals in South India, a total of 30 showed the 
features mentioned. All the cases occurred during the peak 
period of the epidemic in the stations. Sixteen occurred in 
one station in 17 days. The usual incidence of encephalitis 
in this station is one or two cases a year. Five cases 
occurred in another station in 27 days, whereas the usual 
incidence of encephalitis there is about one a year. 

Clinical Features.—These are shown in Table I. They do 
not pertain to the initial signs and symptoms of influenza 
but to those of the subsequent illness, during which neuro- 
logical and hepatic manifestations developed. In a typical 
case after an attack of influenza the patient was afebrile 
and progressing well, when suddenly there was an onset of 
severe persistent vomiting followed very soon by delirium, 
boisterousness, and coma. Some of these cases had con- 
vulsions. In a few, localizing neurological signs were noted. 
A third of these cases had raised serum bilirubin. Complete 
recovery occurred in 13, and 17 proved fatal. 

Age-and-Sex Incidence—Age varied from about 14 to 26 
years, except one case of a child aged 2 years and 9 months 
and another of an adult aged 36. All the patients were 
males. No inference can, however, be drawn from this age- 
and-sex incidence, since the number of cases affected was 
small, and the community at risk was of a similar age-and- 
sex group. 

Onset.—As already indicated, after a typical attack of 
influenza there was an afebrile period varying from one to 
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seven days in 20 cases. In seven there was no such interval, 
while in the remaining three the history of respiratory 
infection was atypical. Vomiting, which was invariably the 
first symptom, was present in 29 cases and absent in only 
one. It started suddenly in 27 and insidiously in two 
(Cases 6 and 24). 

Fever.—This was not a constant feature in all the cases. 
It was high in eight, and the rest had either a low pyrexia 
or were apyrexial. Headache, which was present in 12, 
was not a prominent symptom except in one. Some degree 
of toxaemia was recorded in 13 cases. 

Central Nervous System.—Of all the 30 cases showing 
neurological involvement, 19 went into coma with or without 
convulsion after passing through a phase of confusion, 
delirium, and boisterousness. Four of the patients who 
developed coma ultimately recovered. Seven were only 
drowsy, and four others were conscious throughout. The 
degree of cerebral aberration did not affect the ultimate 
outcome. Fifteen cases showed localizing neurological 
signs in the form of involvement of the pyramidal tract or 
conjugate deviation. One patient (Case 24) developed ex- 
tensive paralysis of muscles of the trunk and limbs but not 
of the head and neck. He was conscious throughout and 
died of respiratory failure. 

Other Systems.—Icterus was apparent in only one patient. 
although serum bilirubin was raised in 10—eight died and 
two recovered. 

Laboratory Findings 

The laboratory findings are given in Table Il. Total and 
differential leucocyte counts were carried out in all cases and 
were within normal limits. Urine examination showed the 
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presence of bile in only one case. Albumin was found in 
13 and sugar in four. The presence of sugar in urine, how- 
ever, was not regarded as very significant, as all these cases 
were on intravenous concentrated glucose therapy. The 
serum bilirubin level was raised above | mg /100 ml. in 
10 cases, the highest level being 4 mg. C.S.F. examinaticn 
was carried out in 25, but did not show any significant 
abnormality. Blood-sugar estimation was carried out in 
20 cases; the results were within normal limits. Blood 
urea was estimated in 25. It was raised above 40 mg. 
100 ml. in four fatal and three non-fatal cases. 

Serological findings are given in Table Ill. In addition 
to Case 1, as shown in this table, influenza virus A was 
also isolated from lungs removed at post-mortem examina- 
tion in Cases 3, 5, 17, and 28. Influenza virus A has also 
been isolated from the brain of Case 24. The exact relation- 
ship of this virus to virus A/Asia/57 is being studied in the 
Pathology Department of the Armed Forces Medical 
College, Poona. The serological study for influenza was 
inconclusive. 

The H.I. and complement-fixation tests against arthropod- 
borne encephalitis viruses were carried out in four cases. 
The tests were put up against Chinkungunya and AR 339 
strain of Sindbis of group A viruses and Japanese PB. 
Murray Valley, Egypt 101 strain of West Nile, and Trinidad 
1751 strain of Dengue of the group B arthropod-borne 
viruses. This study did not incriminate any of these viruses 
as the causal agent. 

Treatment 

In the absence of any specific therapy various lines of 
treatment were tried, either singly or in combination. 


TABLE I.—Clinical Features 


Vomiting Fever Headache Toxaemia Outcome 
i High 0 0 | Convulsions, coma, plantars extensor D. 3rd day 
(106° F.: 41-1° 
2 High 0 0 Delirious, comatose, plantars extensor + Oth 
(104° F.: 40°C.) 
3 Low 0 Drowsy, with plantars extensor, later deliri- ., 3rd .. 
ous, bois.erous, and comatose 
4 + + - 0 0 0 Drowsy, with plantars extensor Lt., later .. 3rd ., 
delirrous, boisterous, and comatose 
5 0 0 0 0 Boisterous, maniacal, with plantars extensor, .. 3rd ., 
later comatose 
6 + + Low . 0 0 0 Boisterous, maniacal, with plantars extenser .. Sth 
and Rt. cremasteric absent, later comatose 
7 0 0 0 Drowsy, with plantars extensor, abdominals .. 4th 
and Rt. cremasteric absent, later comatose 
8 + 0 Delirious, boisterous, with plantar extensor R. tlth day 
| Rt., later comatose, nystagmus during 
| recovery 
9 + 0 0 0 | 0 Delirious, boisterous with plantar extensor .. 10th 
| | Rt., later comatose 
10 0 0 Delirious, restless, plantars extensor, Lt. ., %h 
| cremasteric absent, later comatose 
i High 0 0 Drowsy, with vertigo »~ Ca 
13 0 0 | 0 0 0 Conscicus throughout, plantarex tensor Rt. | .. 8th 
| till 8th day 
14 Low 0 0 Conscious throughout, plantar extensor Lt. | .. Sth 
} for 2 days 
is | +4 0 0 0 | 0 Drowsy till Sth day, giddy till 8th day . Sth 
16 0 0 0 0 Drowsy and giddy for 4 days 
17 | +++ Moderate 0 : 0 0 | Convulsions, with conjugate deviation, later D. 6th 
(102° F.: 38-9° C.) | comatose, with plantars extensor and alter- 
| ' nating spasticity and flaccidity of Rt. and 
| later Lt. side 
18 0 } 0 0 Confused and restless, but conscious, with R. 6th 
| plantars extensor } 
19 + + High | 0 Confused and restless | 6th 
2 | 0 ++ 0 0 | 6th 
21 | ++ | Low + } + + | 0 | Comtose, plantars extensor 
22 High 0 ? Con stose D. 3rd 
(106° F.: 41-1° C.) 
23 | Moderate 0 0 0 0 Conjugate deviation with jactitation — 
(101° F.: C.) | | 
24 0 | 0 | 0 | 0 0 Sudden weakness of respiratory muscles and .. 2nd ., 
| | rest of the body except head and neck. 
Died of respiratory failure 
25 + + Luw 0 0 0 0 Boisterous, later comatose  - 
26 + + High 0 | 0 Giddy, delirious, boisterous plantar extensor | .. 6th ,, 
} Rt., later comatose 
27 + Moderate } 0 0 0 Boisterous, maniacal, with conjugate devia- ., 3rd ,, 
(101° F.: 38-3° C.)) | _ tion, coma, and convulsions | 
28 +++ High 0 0 \ 0 0 | Delirious and boisterous, later coma, and | ,, Sth ,, 
| convulsions 
29 ++ 0 0 0 0 0 | Confused, restless, later comatose —. 
3% -+ Low } 0 0 0 0 Delirious and boisterous, later comatose — 


| | 


O=Nil. +—Slight.— 


Moderate. + +4 = Severe. 


Gross. D. Died. R.— Recovered. 
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Eighteen cases were treated with heavy doses of intravenous 
vitamins and concentrated glucose. Tetracycline or chlor- 
tetracycline in full doses, either parenterally or orally, was 
administered to 22 cases. Hydrocortisone parenterally, 
100 mg. eight-hourly, was used in four cases. Penicillin 
alone was administered to five cases. It may be reiterated 
that some of the patients received a combination of vita- 
mins, tetracycline, and hydrocortisone, whereas others 
received one or two of these products only. No conclusion 
could be drawn about the effectiveness of any of the treat- 
ment given in the present series of cases. 


Post-mortem Appearances and Histopathology 


All the 17 patients who died were subjected to post- 
mortem examination, which was performed 24 to 25 hours 
after death. Special attention was paid to the lungs, brain, 
and liver, since all these cases had a history of influenza, 
and had cerebral symptoms with neurological signs and 
clinical or biochemical evidence of jaundice. 


Il.—Laboratory Findings 


C.S.F. 


| Urine Serum Bilirubin 
Bil | M Day of | Protein “Cells 
Illness "| mg./100 ml. | c.mm. 
1 0 | Alb.+ 2 1:25 | 2 
Gr. casts | | 
2 0 Alb. + 4 3 20 0 
3 0 0 3 3 «#2 
4| 0 0 2 0-6 30 3 
5 o | 0 2 4 30 2 
‘1.44.8 { | } 
7 | Oo | Alb.+ 3 
3 | 0-4 
8 0 | Ser 8 | 175 $I 40 3 
0-4 
| 62 | 2 
9 | 0 4 35 2 
0 | @ Alb. trace 3 } 04 30 | 4 
Sgr. + | | | 
| 0 o | { 35 4 
12 0 2 0-2 0 | 2 
13 | 0 0 | 3 0-4 30 2 
4 | 0 0 2 | os | 30 4 
1s 0 0 i 0-4 30 2 
16 | O 0 —_ 30 3 
7 | 0 Alb. 4 3 
Ser. + | 
ww | O Alb. trace 3 03 25 | - 
9 | 3 0-2 
20 | O Alb. 4 3 0-2 20 0 
2 | Oo Alb. trace | 
22 | O | Alb.+ 1 2 so 68 
3) o | 0 
24 j 2 0-2 
25 | | Alb.++ | 70 4 
Gr. casts 
26 | 0 | Alb. trace s | O8 | | 4 
| Sgr. ,, | 
27 | 0 0 3 2 | = 
23); 0 | 5 3 
| Alb. + 5 
29 0 <| PC.+ 2 4 | 30 2 
R.B.C | 
| Alb. + | 
4 { | PC. + | | | — 
R.B.C. + | 
Alb.= Albumin. Gr.=Granular. Sgr.=Sugar. PC.=Pus cell. —-—Not 
done. O= Absent. 
Taste IIIT.—Serolegy 
Influenza H.1. Titre 
Case | B6 | New Virus Isolation 
Ist 2nd ist | 2nd ist | 2ng | Vitus 
| Sample | Sample | Sample Sample | Sample Sample 
6 — | 256 — 128 | = o | 
| — 256 - 32 
9 | 128 | 128 | 32 64 8 16 | 
332 32 0 0 
18 128 128 = wa 0 16 
19 0 0 128 128 | 0 0 
20 256 2,048 | 0 
21 «(256 | 2 0 


F.M.I. ‘strain— Virus A. B6 strain—Virus B. New virus — A /Asia/57. 
—=Not done. Nil. 
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Lungs.—Naked-eye appearances varied from an intense 
congestion to patchy haemorrhagic pneumonia. Histo- 
logically the general picture was a complete denudation of 
the ciliated epithelium of the mucous membrane of the 
bronchial tree. Haemorrhagic consolidation was also 
present in many of these cases. Case 24, from whose brain 
influenza virus A was isolated, showed the characteristic 
bronchial mucosal change without any pulmonary involve- 
ment. 

Brain.—Naked-eye appearances varied from moderate to 
severe congestion with petechial haemorrhages in the white 
matter in all cases, and histology confirmed the presence of 
diapedesis of cells into the Virchow-Robin space in some. 
In a few cases neuroglial proliferation was also present. 
Case 24 showed evidence of neurone degeneration, including 
satellitosis and neuronophagia. 

Liver.—On naked-eye examination no specific change was 
noticed. Appearances varied from a normal to a mild con- 
gestion or a patchy yellowish discoloration. Histologically 
there was evidence of fatty change not confined to any zone. 
In 12 out of 17 fatal cases there was evidence of portal or 
periportal round-cell infiltration. In the majority of cases 
there was no necrosis of liver cells. 


Discussion 

In association with various epidemics and pandemics of 
influenza, respiratory and abdominal complications have 
been described. Of these the former have been responsible 
for most of the fatalities. To our knowledge the neuro- 
logical and hepatic features manifested by our patients have 
so far not been recorded in the literature, including reports 
of the recent pandemic (Lim ef al., 1957; Holland, 1957; 
Smith et al., 1957). Non-specific non-localizing cerebral 
symptoms have been described by many (Cole, 1918; 
Benjafield, 1919: Abrahams er al., 1919). Edmundson 
and Hodgkin (1957) have also mentioned facial neuralgia 
and peripheral neuritis as complications or as_ possible 
concomitant diseases with influenza. 

All the cases which showed the unusual neurological or 
hepatic manifestations occurred during the height of the 
influenza epidemic in the various localities. Every one of 
them had a preceding influenza-like illness. In the fatal 
cases incontrovertible evidence of respiratory infection with 
influenza virus was present. These facts would indicate 
that the unusual features are in some way related to the 
influenza infection. Hyperbilirubinaemia was not in- 
variably present, and where serum bilirubin levels were 
abnormal they were not very high. Cholaemia could not 
therefore account for the neurological manifestations. 
Besides, the type of neurological signs seen have not, in our 
experience, been associated with liver-cell failure. Apart 
from coma, convulsions, etc., localizing features like 
pyramidal signs were present in both comatose and non- 
comatose patients. These facts would indicate that we are 
here dealing with an encephalitic syndrome. 

The clinical manifestations of these patients do not 
resemble those of the sporadic or epidemic cases of ence- 
phalitis reported from Jamshedpore (Chari and Swamy, 
1955) or from Lucknow (Kaul, 1955), nor do they conform 
to the features of arthropod-borne encephalitis (Webb and 
Pereira, 1956). Serology also excludes the latter group. 
Such aetiological factors as measles, mumps, and vaccina- 
tion were not responsible for the abnormal neurological 
signs. 

Although the post-mortem examination (and virus culture) 
and histopathology have confirmed the presence of respi- 
ratory infection with influenza virus, the morbid appear- 
ances both of the liver and of the nervous system are 
variable and indefinite. They have been recorded here for 
the sake of completion, but it must be mentioned that no 
definite inference can be drawn from them. Influenza virus 
A has been isolated from the brain in one patient (Case 24), 
who also had marked histopathological changes in the 
C.N.S. Influenza virus has not, to our knowledge, been 
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isolated from the brain so far, and its significance cannot 
therefore be assessed without further study. This is being 
carried out in the Pathology Department of the Armed 
Forces Medical College, India. It is difficult to state 
whether the neurological and hepatic syndromes were caused 
by a new mutant of influenza virus, by the activation during 
the influenza epidemic of an associated neuro-viscerotrophic 
virus, or by a hybridization of viruses of the type produced 
by Burnet (1957) in his experimental genetic studies on 
viruses. 


Summary 

A short account of the origin and spread of the pan- 
demic of influenza of 1957 is given. In India cases 
started appearing in Madras in May, 1957, and very 
soon after it spread to the rest of South India. 

Out of a total of 9,459 cases of influenza admitted 
to military hospitals in South India, 30 developed 
manifestations of neurological and hepatic involvement. 
Sixteen of these were reported from one station in 17 
days and five from another in 27 days. 

These manifestations usually developed after an 
afebrile period following a typical attack of influenza. 

They were ushered in by incessant vomiting followed 
by delirium, boisterousness, and coma. Half the patients 
showed localizing neurological signs ; raised serum bili- 
rubin was present in one-third. 

All the 17 fatal cases were subjected to post-mortem 
examination. Respiratory system showed appearances 
typical of influenza. Influenza virus was isolated from 
the lungs in five of them. The liver showed a variable 
and indefinite picture. The brain showed congestion 
and diapedesis of cells. In one case neurone 
degeneration was present and influenza virus A was 
isolated from the brain substance. 

Serological tests did not indicate an infection with 
arthropod-borne encephalitis viruses. 

From the evidence presented it appears probable thai 
the clinical manifestations of neurological and hepatic 
involvement are closely related to infection with 
influenza virus and are of a type not so far described in 
any other form of encephalitis reported from India. 
he significance of the morbid anatomy and histology 
and the exact causal relationship of the influenza virus 
to the syndrome are, however, not clear. 


Our thanks are due to the medical officers who helped in the 
management and follow-up of the cases and to the officers and 
staff of the Pathology Department of the Armed Forces Medical 
College, Poona, for their help in the investigation of cases and 
examination of post-mortem material. We acknowledge the help 
and co-operation of the Virus Research Centre, Poona, in under- 
taking serological studies. Our thanks are also due to Dr. 
I. G. K. Menon, Deputy Director, Pasteur Institute, Coonoor, 
for his co-operation. We are grateful to various officers com- 
manding military hospitals in Southern Command, D.M.S. Army, 
and the D.G. A.F.M.S., for permission to publish the report. 
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ASIAN INFLUENZA (1957) IN ALLERGIC 
PATIENTS 


BY 
B. BENDKOWSKI, M.B., Ch.B. 


General Practitioner; Clinical Assistant, Allergy Clinic, 
North Lonsdale Hospital, Barrow-in-Furness 


The clinical, epidemiological, and pathological aspects 
of Asian influenza have already been described (Brit. 
med. J., 1957; Smith et al., 1957; Swee and Dourado, 
Lancet, 1957; Roberts, 1957; Zhdanov et al., 1957; 
Fry, 1958 ; Martin, 1958). 

Altogether I treated 344 cases of influenza in general 
practice during the epidemic in 1957, the first case being 
seen on August 25, 1957, and the last on November 3, 
1957. The practice is an industrial one with 5,560 
patients, and I am one of three partners. It was esti- 
mated that there were 216 allergic patients in this prac- 
tice (Hamilton and Bendkowski, 1954). The number of 
allergic patients has risen with the increase in the size 
of the practice, and there are now about 250. I treat 
most of these, and have had an opportunity of studying 
the clinical course of Asian influenza among them. 


Classification 


The 344 influenza patients were divided into three groups: 
(1) allergic (124 cases) ; (2) non-allergic, but who came from 
allergic families (59 cases); and (3) non-allergic (161 cases). 
The distribution of allergic diseases in patients suffering 
from influenza is shown in Table I. 


Taste I.—Severity of Symptoms Among the 344 Patients 


! 


No. of Cases 
Allergic Disease - Total 
| Very Severe Severe Mild | 
Allergic Patients 
Bronchial asthma .. | 49 a 2 55 
Allergic rhinitis 7 20 i 8 2 30 
Respiratory allergy — 9 2 2 | 13 
Urticaria and angio- 
neurotic oedema 7 7 6 20 
Atopic eczema 2 3 
Contact dermatitis . . I 1 | 1 3 
Total 88 {| 2 | 126 
Other Patients 
With family histor 
of allergy .. par 12 25 22 t 59 
Non-allergic xd 27 | 45 89 | 161 
Findings 


Each patient was examined and assessed according to 
severity of symptoms. This was judged by temperature, 
headaches, aches and pains, dizziness, vomiting, cough, 
dyspnoea, sweating, and prostration. Table I shows the 
severity of symptoms among the allergic patients and among 
the others. 


Tasie If.—Main Finding on Physical Examination 


No. of Cases 
Clinical Finding | With Family , 
Allergic | History of | Non-allergic 
| Allergy 
Laryngitis 15 29 40s 
Bronchitis 48 28 48 
Bronchopneumonia 11 1 5 
Lobar pneumonia 3 3 
Bronchitis with asthma | 47 1 -~ 
~~ 124 59 161 
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Every patient was examined with special attention to the 
respiratory system. Table II shows the main clinical finding. 
There were three cases of epistaxis among the allergic and 
one case of fits among the non-allergic patients. 

Some patients managed to come to the surgery, but the 
majority of those suffering from influenza asked to be visited 
at their homes. Table III shows the distribution of home 
visits among the three groups. 

All the patients suffering from influenza were ordered to 
bed. The duration of bed rest varied in the three groups 
of patients (Table IV). 


Visits 


No. of Cases 
No. of Visits With Family | 
Allergic History of Non-allergic 
| Allergy 
2 46 28 59 
3 31 3 10 
4 15 5 
More than 4 9 ~ 8 
Surgery attendance only . . 7 9 28 
Admission to hospital .. 1 1 (died) 
food... | 161 
Taste IV.—Bed Rest 
No. of Cases 
Duration | With Family | 
Allergic History of | Non-allergic 
Allergy | 
| week a 59 24 50 
| week to 10 days 24 1 & 
l2weeks .. 7 3 
Over 2 weeks 2 
No bed rest at all 6 14 33 
Total ate 59 161 


In an epidemic of influenza there is no time to wait for 
complications that might arise. The general practitioner 
has to deal with the cases promptly. His knowledge of the 
patients, their previous ailments, their house conditions, and 
the nursing facilities, as well as the clinical findings—all 


have to be considered before prescribing treatment. 
Table V shows the therapy given. 
TABLE V.—Therapy 
| No. of Cases 
Drugs With Family 
| Allergic | Historyof | Non-allergic 
| | Allergy 
Antibiotics 101 7 65 
Sulphonamides .. 16 14 30 
Steroid hormones il -- 
Analgesics and cough mix- 
tures .. + 7 18 66 


Taste VI.—Time Away From Work or School (221 Cases) 


No. of Cases 
Duration With Family | 
Allergic | History of Non-allergic 
| Allergy 

week 2 50 
2 weeks 3%6 25 36 
Imonth .. 4 — 4 
Over! month .. 2 | 
ing on working .. | 1 
Total... | 76 39 106 
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All the working patients and the schoolchildren were 
advised to rest at home for at least a week to avoid any 
after-effects (Table iV). 

Some of the patients complained of weakness, tiredness, 
dizziness, and other ill-defined symptoms. Such after-effects 
were diagnosed as post-influenzal debility. Table VII shows 
the nature of after-effects in patients suffering from 


influenza. 
TaBLe VII.—After-effects 
No. of Cases 
Nature of 
With Family Total 
Afier-effects Allergic History of Non-allergic 
Allergy 
Chronic cough... 39 3 53 
Bronchial asthma .. 40 i | = 41 
Debility 2 | 13 15 
Otitis media 3 — 3 
Discussion 


Asian influenza affected both the allergic and the non- 
allergic patients. The virus had a predilection for the 
respiratory tract, causing laryngitis, bronchitis, and in some 
cases pneumonia. Patients suffering from bronchial asthma, 
nasal allergy, or both together (respiratory allergy) were 
severely afflicted by influenza. Their symptoms were worse 
than those of the non-allergic patients. The majority of 
the non-allergic patients (105 out of 161) had only laryngitis. 
In the allergic group the majority of patients developed 
bronchitis or bronchitis with exacerbation of asthma, and 
there were 14 cases of pneumonia. Eight cases of pneu- 
monia occurred among the non-allergic patients. Patients 
with a family history of allergy showed a tendency to 
develop bronchitis more readily than the non-allergic 
patients ; there was one case of pneumonia among them. 

The duration of bed rest and of the time away from work 
or school was longer in the allergic patients than in the 
non-allergic. 

The therapy in allergic patients consisted of great amounts 
of antibiotics, antispasmodics, and steroid hormones ; only 
seven cases were treated with analgesics alone. One non- 
allergic patient aged 83 died of bronchopneumonia. 

The allergic patients caused a great deal of anxiety to 
their families and to the practitioner during the influenza 
epidemic. The after-effects, mainly exacerbation of asthma, 
persisted for a long time. The explanation for the severe 
clinical picture of influenza in allergic patients is beyond 
the scope of this article and beyond our present knowledge. 
Infectious and allergic diseases however, have one thing in 
common: the antigen—antibody reaction. 


Summary 
Observation was kept on 344 cases of Asian influenza 

occurring in general practice. There were 124 patients 
with personal history of allergic diseases. Allergic 
patients were severely afflicted by influenza, developing 
bronchitis, asthma, and pneumonia more readily than 
the non-allergic patients. The incidence of after-effects 
among the allergic patients was higher than in the 
non-allergic. 
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AGE AND ASIAN INFLUENZA, 1957 


BY 


JOHN WOODALL, M.B., D.Obst.R.C.0.G. 
St. Paul's Cray, Kent 


K, E. K. ROWSON, M.A., M.D., Dip.Bact. 


AND 


J. C. McDONALD, M.D., S.M., D.P.H. 
Central Public Health Laboratory, Colindale, London 


The object of this investigation was to study the influ- 
ence of age and related factors on susceptibility to in- 
fluenza during the 1957 autumn epidemic. Certain other 
clinical and epidemiological observations that were made 
are also included in this report. The inquiry was con- 
ducted in a general practice in a post-war housing estate 
on the south-eastern outskirts of London; the doctor 
(J. W.) had just over 2,000 patients on his list, but those 
entering or leaving during the study, and a large group 
of about 200 gipsies, were excluded, leaving a total of 
1,732 on whom the results are based. 


Methods 


From the middle of August, 1957, to the end of the year 
an attempt was made to record all acute respiratory illnesses 
in the 1,732 patients who were present during the whole of 
this period. The illnesses were divided clinically into those 
that probably were influenza and those that probably were 
not. Illnesses recorded were those for which the doctor was 
consulted and others of which he learned by inquiry. 
Ascertainment in families of four or more persons was 
probably fairly complete because these were included in a 
special study of secondary attack rates. Nearly all such 
families known to have a case of influenza were followed 
for at least two weeks and a record was made of acute 
respiratory illnesses before and after the first case seen; 
families without a known case were visited in December and 
inquiry was made. Information on smaller families was less 
complete ; illnesses seen were noted and inquiries made 
about other members of the family then and at any subse- 
quent opportunity. Although there must inevitably have 
been illnesses which were not recorded and some mistakes 
in clinical diagnosis, we believe that, for the epidemic period 
at least, a reasonable estimate of the incidence of influenza 
was obtained. 

For the study of secondary attack rates, 104 families of 
four or more, in which a probable case of influenza occurred, 
were investigated in greater detail. So far as possible these 
were consecutive and unselected families, but some, where 
good co-operation was not anticipated, were excluded. The 
clinical features of all acute respiratory illnesses in these 
families were recorded in a standard manner. Acute and 
convalescent paired sera were obtained from 99 patients in 
89 of the 104 families. Fifteen families were included but 
not tested, usually because the first subject seen was too 
young to bleed and there was no further illness in the family. 
It is possible that a slight bias towards high secondary 
attack rates in families tested serologically was thereby 
introduced. 

The blood specimens were taken in vacuum tubes (Bayer) 
and posted to the laboratory, where serum was separated 
and completed pairs were examined for evidence of influenza- 
A infection by the complement-fixation test. Of the 99 
pairs a fourfold or greater rise in titre was found in 61 and 
a twofold rise in a further 12 ; the 61 serologically confirmed 
cases were in 59 families. 
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Findings 
Age and Sex Incidence 
The epidemic lasted about eight weeks and reached its 
peak in all age groups in the week ending October 13. 
Most cases in the few weeks preceding the epidemic were in 
young adults. Attack rates by age and sex up to the end of 
November are given in Table I. Almost a third (31%) of 


Taste 1.—Clinical Attack Rates by Age and Sex (Up to 
November 30) 
| Males Females Total 
Years | Al Percentage | At | Percentage At | Percentage 
| Risk | Attacked Risk | Attacked Risk Attacked 
..| 92 2s «(207 31 
5-14 | 194 51 172 48 366 4 
15-39 | 323 25 352 28 675 27 
40-59 | 192 | | 169 29 
60 and over ss | 15 | 68 10 123 12 
All ages .. | | 


the patients in the practice had influenza during this period, 
and, apart from a rather higher rate among males aged 
0-4 years, there was little difference between the sexes. 
About half the schoolchildren were ill, a third of the pre- 
school children, a quarter of adults under 60, and about an 
eighth of the older persons. Between December 1, 1957, 
and January 5, 1958, there were a further 60 illnesses, in- 
cluding five who had been ill before; no specimens were 
taken from any of the five, so the cause of their illness is 
uncertain. 
Effect of Schoolchildren 


As the highest attack rates were among children aged 5 
to 14 years, it seemed possible that families with children 
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of this age might have suffered more from influenza than 
those without. That this was so is shown in Fig. 1, which 
shows that the epidemic was almost confined to school- 
children and their families, Of the 529 persons who were 
recorded as having had influenza, 399 (75%) were children 
aged 5 to 14 or members of families with a child of this age. 


TaBie I.—Influenza Attack Rates in Families With and Without 
Schoolchildren (Up to November 30) 


With Without 

Age Group Schoolchildren | Schoolchildren as 

No. | Attacked | No. | Attacked 

4 years we | 3a | 103 | 29% 
40-59 32% .| 180 17°, 
60 and over . 31°2 | 110 10°; 

Towl ..| 68s | 33% | 


In families that included a school child the attack rate was 
about 33° in all other age groups (Table I). In families 
without a school child, only children under 5 had an attack 
rate approaching this level ; the rates among the adults were 
much lower. 


Secondary Attack Rates 


There were 59 families in which at least one case of influ- 
enza was confirmed by serological tests and a further 45 
families similarly studied in which no confirmation was ob- 
tained. Secondary attack rates—that is, attack rates among 
the remainder of the family after exclusion of the first case 
—were calculated in an attempt to find out whether there 
was any relation between age and susceptibility under the 
conditions of home exposure. A family outbreak (or epi- 
sode) in this calculation was defined as a group of influenzal 
illnesses, no two consecutive cases being separated by more 
than seven days. In 86°, of episodes all cases occurred 
within seven days of onset of the first case. Persons with 
influenza more than seven days prior to the beginning of an 
episode were excluded from those at risk. 

It may be seen in Table III that the secondary attack rates 
for all age groups under 40 years were similar, but over this 
age they fell away. Rates based on 59 episodes in families 
with a serologically confirmed case did not differ greatly 
from those based on all 104 families (105 episodes). 


Taste UT.—Secondary Attack Rates in 104 Families with 4 or 
More Persons 
Serologically 
All Episodes Positive Episodes 
No. | Percentage | No. Percentage 
Exposed Attacked | Exposed | Attacked 
0 59 60 | 37 $7 
s 63 | 57 38 63 
10 41 S4 26 6l 
1s 28 S4 20 5S 
20 39 44 26 58 
82 4X 33 64 
40 56 37 33 36 
0 21 19 16 13 
All ages 389 49 | 229 53 


Taste 1V.—Order of Onset of Illness in Relation to Age (105 
Family Outbreaks) 


| 


Age Group No. Illness-s Ist 2nd 3rd or More 
O- 4 years .. | 40 | 13% $2% 35°, 
5-14 ,, 121 | $2% 2% 19°, 
1$-39 102 30°, 34°, 38% 
40 37% 18%, 48°, 


The lower rates in persons of 40 and over could be ex- 
plained either by lower susceptibility or by less exposure 
to infection. The primary cases in family episodes were 
most frequently in schoolchildren aged 5-14 years and least 
frequently in children under 5 (Table IV). The subsequent 
order of becoming ill also varied with age, those of 40 or 
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more seldom being infected next but most often being third 
or later. This suggests that older persons may have been 
less exposed to infection from the younger ones, who intro- 
duced it to the family, than were infants and young adults. 
In an attempt to overcome the difficulty of unequal ex- 
posure the records of all families in the practice without a 
child aged 5-14 were searched for episodes in which the first 
case was in a husband or wife. There were 83 such families, 
and in 14 (17%) the spouse also developed influenza within 
seven days. Of 59 spouses aged 20-49 years, 9 (15%) were 
attacked, compared with 5 (21%) out of 24 aged 50 or 
more. 


Serial Intervals 


As influenza is probably most infectious during the first 
few hours of illness serial intervals between dates of onset 
in family outbreaks may provide a measure of the incuba- 
tion period. The distribution of serial intervals in the 104 
families specially studied is illustrated in Fig. 2; there is 
a periodicity of about two days, which agrees well with pre- 
vious estimates. 


Clinical Features 


There have been many descriptions of the symptomato- 
logy of influenza in this and in previous epidemics, but 
most of them have been based on the study of adults, and 
little attention has been given to variations associated with 
age. In the 59 family episodes in which at least one case 
was confirmed serologically there were 187 illnesses. An 
analysis of the clinical features in these illnesses is presented 
in Table V. The general clinical picture was similar to that 


Taste V.—Clinical Features of Illnesses in Serologically 
Confirmed Family Outbreaks 


Age group: O4 | 5-14 | 15-39 404 Total 
No. of Cases: 24 | 71 | 70 22 187 
Onset: | 
Gradual = 50 48 61 55 54 
Sudden a 50 $2 39 | 45 46 
Symptoms: | 
Cough ae 84 | 83 | 93 | 82 87 
Headache .. 8 | 65 92 82 70 
Sneezing | 75 | 63 | 67 
Nasal symptoms) 62 | 62 71 59 65 
Sore throat .. 17 56 73 55 | 57 
Sweating ‘ 37 46 | 61 68 48 
Shivers 8 | 41 59 59 46 
Aches and pains 12 | 17 | 73 59 42 
Malaise * 33 7 17 18 | 15 
Prostration .. 17 | 13 26 9 | 14 
Drowsy | 54 | il | 0 | 0 ll 
Delirium 4 | 21 3 5 10 
Nose bleeds . . 17 | | 0 
Faint and giddy 0 4 10 | 14 7 
Hoarseness .. 8 1 6 | 9 5 
Vomiting ..| 29 | 23 Cf 
Abd. pain... 0 | 10 9 | 0 7 
Diarrhoea 8 1 | 0 3 
Complications : | 
Pneumonia .. 2 3 
Otitis media .. | | | 2 
Most frequent Cough Headache Headache | Sore Headache 
initial symp- Drowsy Sore | Sore throat Sore \ 
toms L | throat | throat | Headache, throat 
Cough Headache Headache! Headache’ Headache 
Most trouble- f Drowsy Sore | Prostra- Cough 
Cough 
Days fever 3 2 } 3 3 3 
(median) | 
Days in bed | 2 | 3 3 3 3 
(median) | | | 


usually found in influenza, the most prominent complaints 
being cough, headache, sneezing, nasal symptoms, sore 
throat, sweating, shivering, and aches and pains. The onset 
was described as sudden in about half the cases only—less 
than is usually stated. 

Some of the age differences in symptomatology can prob- 
ably be attributed to the young being less able to describe 
their troubles; thus it is not surprising that sore throat, 
headache, and aches and pains were infrequent in those 
under 5 years of age, whereas malaise was relatively prom- 
inent. Other differences, however, may be more real—for 
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example, the greater frequency of drowsiness, vomiting, diar- 
rhoea, and nose bleeds in the young, or delirium in children 
of school age, and of aches and pains and faintness or giddi- 
ness in adult life. Six cases of pneumonia (3%) and three 
of otitis media (2%) were the only important complications, 
and there were no deaths. Two children developed fever 
and polyarthritis 4 and 12 days after the onset of illness ; but 
haemolytic streptococci were isolated from one, and the 
sister of the other had otitis media, so it is uncertain whether 
these should be regarded as complications of influenza. 


40 


304 


INTERVALS 


20 


NUMBER OF 


104 


DAYS 

o----0 ALL EPISODES (8 intervals of 10 days or more not shown ) 

SEROLOGICALLY CONFIRMED EPISODES 


(s intervals of 10 days or more not shown) 


Fic. 2.—Distribution of serial intervals between first and subse- 
quent cases in family episodes. 


Discussion 

Much of the value of the age-incidence figures shown in 
Table I depends on the extent to which they are representa- 
tive of the country as a whole. From August 21 to the end 
of the year the number of new claims for National Insurance 
sickness benefit in Britain was about 24m. more than the 
average for the same periods in the previous five years—that 
is, an increase equivalent to about 124 of the insured 
population. We are indebted to the Ministry of Pensions 
and National Insurance for the information that the excess, 
compared with the previous year, of claims received by their 
nearest office (Sidcup) also amounted to about 124% of 
the estimated population at risk. As no figure exists for the 
population normally served by a given insurance office this 
can be only a rough estimate, but it encourages the belief 
that the incidence figures are fairly representative of the 
national experience. 

About a quarter of the adults of working age in this 
practice had an influenza-like illness, which is much greater 
than the Nationa! Insurance figure of 124°. Sickness bene- 
fit can be paid only for incapacity lasting more than three 
days, whereas many illnesses, either because they were mild 
or at a week-end, caused lesser or no absence from work, 
which probably accounts for the difference. Sickness statis- 
tics for the past three years, kindly supplied by Morphy- 
Richards, Ltd., who have a large factory in the same area, 
showed that the proportion of their employees who were 
absent rose to 23°, during the influenza epidemic compared 
with a level of about 6% in previous years. The absence 
rate from influenza was therefore probably more than 17%, 
and so compatible with the practice figures. If the age- 
specific attack rates in this practice are applied to the popu- 
lation of England and Wales we may estimate that there 
were about 12m. cases of influenza—a similar figure to that 
put forward by Fry (1958). Unfortunately, both these esti- 
mates are based on practices in the same part of the country. 

From the figures for secondary attack rates (Table Iil) we 
infer that the high incidence of influenza among school- 
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children in the general population was not due to any greater 
susceptibility to infection in this age group, but to other 
factors. Outbreaks among schoolchildren appeared to play 
a big part in the spread of Asian influenza in the country 
generally last autumn, and it is clear that, in this practice 
at least, the epidemic was almost confined to schoolchildren 
and their family contacts. The low attack rate among 
older people may well have been due to the fact that com- 
paratively few have close contact with schoolchildren. 
Though the proportion of schoolchildren who escaped 
infection with Asian virus was probably small, perhaps 
three-quarters of the adult population were still susceptible 
to Asian virus after the autumn epidemic. It is possible that 
infection smouldering on during the winter contributed to 
the relatively high mortality in the country during December 
and January (McDonald, 1958). But even when the winter 
was over most older persons must still have been susceptible 
to the Asian virus. It remains to be seen, however, whether 
any further epidemic is possible until the school popula- 
tion become susceptible once more, either as a result of 
waning immunity or of antigenic variation in the virus. 


Summary 


During the autumn epidemic 31%, of the patients in 
a practice on the south-eastern outskirts of London had 
clinical influenza. About half the schoolchildren were 
ill, a third of pre-school children, a quarter of adults 
under 50, and an eighth of adults over 60. It seems 
probable from National Insurance statistics that the pre- 
valence of influenza in this part of Kent was similar to 
that for the country as a whole; there may therefore 
have been about 12m. cases of influenza in England and 
Wales during the autumn epidemic. 

Three-quarters of patients in the epidemic were chil- 
dren aged 5 to 14 years or members of families with a 
child of this age. In such families the proportion 
attacked was about 33% at all ages. The falling attack 
rate with age in the practice as a whole was entirely due 
to the experience of families without children of school 
age. 

Secondary attack rates were calculated for a group of 
104 families in which a case of influenza occurred. 
Serological confirmat:on of influenza virus A infection 
was obtained in at least one patient in 59 of the families. 
Secondary attack rates for all age groups up to the age 
of 49 years showed little variation, but above that age 
the rates fell away. The sequence of becoming ill in 
these family outbreaks suggested that the lower rates in 
older people were possibly due to less exposure to in- 
fection. Attack rates in husbands and wives supported 
this view. 

The clinical features of illnesses in family outbreaks 
where at least one case was confirmed serologically 
varied with age: drowsiness, vomiting, diarrhoea, and 
nose bleeds were more prominent in the young: 
delirium in children of school age : and headache, aches 
and pains, and faintness and giddiness in adult life. 
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The annual report (1958-59) of the National Marriage 
Guidance Council (78, Duke Street, London, W.1) states that 
the past year has been one of steady expansion and new 
work. “It is unfortunate,” continues the report, “ that this 
has not been matched by a corresponding increase in 
Government grant.” 197 candidates attended the sixteen 
selection conferences for marriage guidance counsellors, of 
whom 128 (65°) were accepted for this work. 
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THE PROBLEM OF SUSPECTED 
RECURRENCES IN CANCER OF THE 
ALIMENTARY TRACT 
BY 
K. CRONIN, F.R.C.S. 

AND 


H. ELLIS, M.Ch., F.R.C.S. 
Surgical Registrars, the Radcliffe Infirmary, Oxford 


In recent years important advances have been made in 
the treatment of recurrent and disseminated cancer, re- 
sulting both in prolongation of life and in palliation of 
symptoms. 

Radiotherapy remains a well-tried and useful method 
of treatment for recurrences from a wide range of 
tumours, and to this has now been added the use of sex 
hormones and endocrine gland ablations for prostate 
gland and breast secondaries, radioactive iodine for 
thyroid metastases, and cytotoxins (Bodley Scott, 1958) 
for some cases of disseminated bronchial and testicular 
growths. 

Unfortunately the adenocarcinomata of the alimen- 
tary tract are relatively insensitive to conventional radio- 
therapy, are not hormone-dependent, and show no 
response to any of the available cytotoxic agents. For 
this reason it is not unnatural to find a pessimistic atti- 
tude often taken by the patient’s doctor when recrudes- 
cence of such a growth is suspected following removal 
of the primary tumour. - Should a recurrence have in 
fact developed. any further attempt at cure depends on 
the possibility of excision of the secondary deposit. 

The more aggressive surgical attitude which is 
developing to this problem of secondaries in the alimen- 
tary tract is engendered by modern advances in tech- 
nique. Of particular importance are the use of relaxant 
drugs, chemotherapy. blood transfusion, and the possi- 
bilities of excising major vessels with graft restoration of 
continuity and of successful right or left hepatic lobec- 
tomy ; all contribute to the possibility of adequate excis- 
ion of intra-abdominal, body-wall, pulmonary, or even 
intracerebral secondary deposits. 

In this paper we present a number of encouraging 
examples of later surgery carried out because of sus- 
pected recurrence of growth following resection of a 
primary tumour of the alimentary tract. Recurrences 
may be completely removab!e with hope of ultimate cure 
of the patient ; a second operable primary growth may 
be encountered: or, most happy of all, the symptoms 
may be found to be due to a non-malignant condition 
such as adhesions, stricture, or intra-abdominal abscess. 
In many cases exploration unfortunately reveals a hope- 
lessly incurable situation, but, even here, relief of symp- 
toms may be achieved by short circuit, colostomy, or 
palliative resection. 


Case 1. Repeated Excision of Abdominal Secondary 
Deposits Following Hemicolectomy for Carcinoma 
of Caecum 
A civil servant aged 54 had a right hemicolectomy per- 
formed in December, 1953, for a carcinoma of the caecum 
2 cm. in diameter. Histologically this proved to be a 


Broders grade II growth, and none of the eight lymph nodes 
examined contained secondary deposits. 


He was readmitted in October, 1955, complaining of 
attacks of severe abdominal colic. Clinical examination was 
negative, but occult blood was present in the stools, and a 
barium follow-through examination showed dilated loops of 
upper jejunum. 

Second Operation._-Laparotomy on October 12 revealed 
a stenosing tumour obstructing the mid small bowel. There 
were hard enlarged glands in the adjacent mesentery and 
nodules of growth on the serosa of both bowel and 
mesentery. A nodule 5 cm. in diameter was also found in 
the posterior rectus sheath near the umbilicus. This nodule, 
the small-bowel tumour, and the affected mesentery were 
removed together with 19 cm. of small intestine. 

Microscopical examination showed this small-bowel 
tumour to be a secondary deposit from the original growth 
lying deep to but ulcerating through the mucosa. The 
lymph nodes, serosal nodules, and mass in the abdominal 
wall all proved to be secondary deposits. 

In October, 1956, routine examination revealed a mass at 
the umbilicus ; there was no clinical evidence of dissemina- 
tion elsewhere. 

Third Operation.—On November 8 the palpable mass was 
found to be a tumour 4 cm. in diameter adherent to the 
umbilicus, and this was excised widely. A further deposit 
2 cm. in diameter was removed from the omentum. 
Numerous small nodules of growth were found in the 
mesentery of the terminal ileum, and a wide resection of 
mesentery together with about 50 cm. of ileum was per- 
formed. Again histological examination confirmed the 
malignant nature of all the involved tissues. The patient 
recovered smoothly and remained in excellent health, but 
in August, 1957, a small lump in the operation scar was 
detected at follow-up. 

Fourth Operation—On September 6 a wide excision of 
abdominal wall was carried out removing a 3-cm. deposit 
within the rectus abdominis. Laparotomy revealed no 
evidence of intra-abdominal malignant disease. 

In April, 1958, his abdominal wall was soundly healed 
and he was very well, clinically free from disease more 
than four years from the date of the first operation. 


Case 2. Resection of Solitary Secondary Deposit in 
Lung Two Years After Abdomino-perineal Excision for 
Carcinoma of Rectum 


A solderer aged 49 had an abdomino-perineal excision 
performed for a carcinoma of the rectum in November, 
1955. Histologically this proved to be a Dukes stage C, 
Broders grade III growth. He attended the follow-up clinic 
in August, 1956, complaining of a cough with blood-stained 
sputum ; an x-ray film of his chest showed: “ Some shadow- 
ing of the right lung.” He was seen again in February, 
1957, when the report on his chest x-ray examination was: 
“ The shadow at the right base is getting bigger. This has 
the appearance of a neoplasm.” In July, 1957, his chest 
a-ray film showed “ further increase in the size of the right 
basal shadow.” During the whole of the year, the patient's 
general condition remained excellent and there was no sign 
of any abdominal recurrence. 

As the growth in the lung appeared to be very slowly 
growing he was referred to the thoracic surgical unit. A 
bronchogram confirmed the presence of a tumour in the 
right lower lobe of the lung, and in October, 1957, this lobe 
was resected. The histology showed that the growth was 
a secondary deposit from the original carcinoma of the 
rectum. At the time of writing the patient was alive and 
well. 


Case 3. Anterior Resection for Carcinoma of Rectum. 
Abdomino-perineal Resection for Second Primary 
Growth in Rectum 
A gas-fitter aged 65 had an anterior resection performed 
for a carcinoma of the rectum in November, 1953. Histo- 
logically this proved to be a Dukes stage A, Broders 
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grade III growth. The patient was seen regularly in the 
follow-up clinic, and in April, 1955, on rectal examination, a 
polypoid mass was felt at 3 in. (7.5 cm.). At this time the 
patient had no symptoms. 

The growth was removed with diathermy, and the histo- 
logy showed it to be adenocarcinoma of the rectum (Broders 
grade I). It was hoped that, as the tumour was of a low 
grade of malignancy, local excision would be sufficient. <A 
recurrence, however, was soon evident, and an abdomino- 
perineal excision of the rectum was performed in August, 
1955. Histologically, this new primary proved to be a 
Dukes stage A, Broders grade I growth. At the time of 
writing the patient is alive and well with no sign of 
recurrence. 

The completely different histology of the two tumours 
strongly suggests that the second growth had arisen de novo. 


Case 4. Resection of Pelvic Colon for Annular 
Carcinoma. Laparotomy for Suspected Recurrence, 
Small-bowel Obstruction Found to be Due to 
Adhesions : No Recurrence of Growth 

A housewife aged 46 had a resection of the pelvic colon 
for an annular carcinoma in October, 1954. Histologically 
this proved to be a Broders grade II growth, and none of 
the lymph nodes examined showed secondary deposits. In 
July, 1956, she was seen in the follow-up clinic, where 
“some fullness ” was noted beneath the scar in the left iliac 
fossa. At this time she was quite well, but admitted to 
having occasional attacks of abdominal colic and vomiting. 

In January, 1958, she was admitted with a subacute in- 
testinal obstruction. A straight x-ray film of the abdomen 
showed dilated loops of small bowel with some fluid levels, 
and a barium enema demonstrated some distortion at the 
site of the old anastomosis, possibly due to a growth. 

At laparotomy a loop of ileum was found to be snared 
by a band running to the site of the colonic anastomosis. 
There was no sign of any recurrence of the original growth. 
The band was divided and the patient made an uninterrupted 
recovery. She remains alive and well. 


Case 5. Chronic Abscess of Abdominal Wall 
Simulating Secondary Deposit 


A man of 71 had an emergency ileo-transverse colostomy 
followed by a right hemicolectomy performed for an 
obstructing carcinoma of the ascending colon in June, 1953. 
He remained well until late in 1957, when he noted a lump 
in the abdominal scar, When seen at the follow-up clinic 
in February, 1958, there was a mass 7 cm. in diameter deep 
in the abdominal wall, which was hard and rather tender. 
He was afebrile. A confident diagnosis of a secondary 
deposit was made. At operation, however, this proved to 
be a chronic thick-walled abscess of the abdominal wall 
containing a length of nylon suture. Culture of the pus 
grew Streptococcus pneumoniae, and histological examina- 
tion of the abscess wall showed a non-specific chronic inflam- 
matory change only. He made a smooth recovery from this 
operation, over four and a half years after his original 
resection 

Comment 

In the five years, 1953-7, 31 patients had laparotomies for 
suspected recurrent cancer; the operative findings are de- 
tailed in Table I. In 11 cases it was possible to remove the 
recurrence, and the case histories of these patients are sum- 
marized in Table II. Palliative procedures were done in 
four patients (one colostomy and three short circuits). One 
patient (Case 3) was found to have a new primary growth. 
In only four instances was it found impossible to do anything 
at operation. 

It is a striking fact that in 11 patients, although a recur- 
rence was suspected on clinical grounds, a benign condition 
was found at operation. One interesting feature of this last 
group is that in three patients the late appearance of a 
chronic abscess simulated a recurrence. Two patients had 
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Taste I.—Patients Explored for Suspected Recurrences (1953-7) 


Excision of recurrences ae 
Palliative operations (1 colostomy, 3 3 short circuits) oa ‘a as. 
Excision new primary growth 1 
Non-malignant conditions discovered G deep abscesses, ‘L anastomotic 
ulcer, 7 intestinal obstructions due to adhesions) 
Taste Il 
Interval Between Length of 
Sex | Original kn bad Original Opera- Survival 
and Operation tion and Excision) After Last 
Age | Recurrence of Recurrence | Excision 
F 67 | Billroth I gast- I. Scar | 7 months | Alive and well, 
| rectomy for Scar 17 ux 4 months after 
| carcinoma of Both axillae 21 last excision 
stomach 
F 53 | Hartman’s op- | Scar | 25 Alive and well 


eration for at present, 17 
carcinoma of 
sigmoid colon } 

F 54 Abdomino-peri-| Scar 

| 


| months after 
| last excision 
| 

| 


Dead. Survived 
neal resection 6 months 


for carcinoma | 


of rectum | 
F 66 Right hemi- | (1. Umbilicus 26 Dead. Survived 
colectomy for 2. Scar of 2” Also 4 months 
carcinoma of |) above given deep 
caecum | excision v-ray therapy 
F 65 | Abdomino- | Perineum 2 months. Also| Dead. Survived 
perineal resec- , given deep | 26 months 
tion for carci- | | x»-ray therapy | 
noma of } | | 
rectum | 
M 54. Right hemi- (1. Small intes- 22 months Well, 10 
(Case colectomy for | | tine, mesen- months after 
1) carcinoma of — | tery, and last excision 
caecum || abdominal 
| wall 
| }4 2. Small intes- 35 
tine, omen- | 
tum, and 
| abdominal | 
| wall | 
3. Scar 
F 67 Hartman's ass in left | 39 is Died in post- 
operation for | iliac fossa | Operative 
| carcinoma of | involving | Period 
| recto-sigmoid | small bowel | 
junction | | 
F 66 | Anterior resec- | Small bowel 22 
tion for carcin-| | 
oma of rectum | 
F 60 | Resection for Anastomotic «4 o Dead. Survived 
carcinoma of | line; abdomi- 25 months, 
pelvic colon no-perineal 
| | excision | 
| performed | 
F 47 | Resectionfor | Right Sylvian 16 on | Dead. Survived 
carcinoma of fissure | | 4 months 
descending | 
colon j 
M 49 Abdorrino- Lung 24 e Well, 6 months 
(Case | perineal exci- | | after last 
2) sion of carci- | | excision 
noma of | 
rectum | 


deep abdominal-wall abscesses 18 months and four years 
(Case 5 above) after colectomy ; both had had pre-operative 
and post-operative chemotherapy, and both had nylon suture 
material within the abscess cavity. The third patient devel- 
oped an intra-abdominal! abscess adjacent to the anastomosis 
of a right hemicolectomy, performed seven years previously, 
which was followed by a course of penicillin and strepto- 
mycin. 

Such abscesses probably represent either flare-ups in foci 
of latent infection or sterilized collections of necrotic 
material which become secondarily infected. With extensive 
use of chemotherapy these delayed abscesses, presenting 
many months or even years after abdominal operations, will 
probably become more common (we have seen two follow- 
ing gastrectomy) and constitute an important differential 
diagnosis from secondary deposits in a laparotomy scar, 


Discussion 
A radical approach to the problem of recurrent abdominal 
cancer is the “second look operation” introduced by 
Wangensteen al. (1954). He undertakes re-exploration 


of the abdomen six to eight months after the initial opera- 
tion in cases where examination of the reseeted specimen 
shows that adjacent lymph-node involvement has occurred. 
At the second laparotomy any suspicious tissue is excised, 
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and, if this in turn proves to be involved, further explora- 
tions are undertaken at similar time intervals until no recur- 
rences are found. He quotes one patient who had a total 
of five re-explorations following resection of a carcinoma 
of the caecum. At the last operation no malignancy was 
found, and the patient was well more than five years after 
the original hemicolectomy. 

Although this scheme has been adopted by some other 
surgeons (Wilson, 1956), it is still admittedly in its trial 
stage. There are two disadvantages ; first, it is necessary 
to explain to the patient the exact nature of his disease and 
its prognosis, a procedure which is inadvisable in a propor- 
tion (we would say a very high proportion) of cases ; and 
second, in this country, the “ second look ” operation would 
impose a heavy strain on the available general surgical hos- 
pital beds. However, this procedure may well offer the 
possibility of improving the prognosis in relatively young 
and intelligent patients with intra-abdominal cancer. 

Although the “ second look ” idea remains to be evaluated, 
there is no question that much can be gained from periodic 
careful clinical follow-up examination by the surgeon or 
general practitioner of all patients who have had resections 
of tumours of the alimentary tract. In some, evidence of 
recurrence will be found on clinical examination before 
symptoms have appeared. 

Now that a standard technique has been devised for right 
hepatic lobectomy (Raven, 1947 ; Lloyd-Davies and Angell, 
1957), as well as the comparatively simple resection of the 
left lobe for solitary or localized deposits, re-exploration 
can be undertaken with more confidence and with a greater 
chance of success than in the days when liver secondaries 
appeared to be a hopeless problem. 

Pulmonary metastases were for long regarded as evidence 
ef inoperable dissemination of malignant disease. Further 
research has shown that they may occur as a solitary deposit, 
and, where careful investigation reveals an isolated pul- 
monary secondary with no effusion and no evidence of 
spread elsewhere, surgery should be advised. The number 
of reports of successful removals of secondary pulmonary 
deposits is steadily increasing. Alexander and Haight (1947), 
for example, collected 24 cases, 12 of the patients being 
still alive (eight for more than a year after operation) ; one 
patient was well 12 years later. By 1956 Kelly and Langston 
reviewed 109 patients who had undergone surgery for lung 
secondaries: 19 (23.2°,) had survived for two years or 
more without recurrence, Nelson et al. (1957) reported the 
resection of two successive pulmonary deposits from a 
patient who had had a resection of a carcinoma of the left 
colon, and collected 11 other cases where two lung secon- 
daries had been removed. 

Even cerebral secondaries are by no means always irre- 
movable ; Stértebecker (1954) reported a study of 158 re- 
sections of metastatic brain tumours, although only 13 of 
these came from primary carcinomata of the alimentary 
tract. The present series includes a deposit in the Sylvian 
fissure from a carcinoma of the descending colon. 

Although our thesis is that recurrent growths are not 
necessarily irremovable, their prevention is better than cure. 
It will be seen that five patients in the present series had 
secondaries in the abdominal wall removed—one on two 
occasions and one on three. These deposits probably repre- 
sent direct implants of malignant cells at the time of the 
original operation. Naunton Morgan (1958, personal com- 
munication) believes that conventional skin towels are in- 
adequate to prevent inoculation of cancer cells at operation, 
and advocates the use of macintosh-reinforced towels over 
the raw wound surfaces and wrapped around the growth 
itself before this is handled extensively. 

Recent cytological investigations have demonstrated cancer 
cells in the venous blood draining tumours of the large bowel 
in between 30 and 50°, of cases examined (Fisher and Turn- 
bull. 1955: Burns and Pfaff, 1956). Moore ef al. (1957) 


have even detected tumour cells in the peripheral blood in 
25 out of 57 patients with tumours of the alimentary tract. 


It seems logical, therefore, that ligation of the vascular 
pedicle should be carried out before proceeding with mani- 
pulation of the tumour whenever possible, in an attempt to 
limit dissemination of malignant emboli into the blood 
stream (Cole, 1955). 

Goligher ef al. (1951) analysed the causes of recurrence 
following anterior resection of the rectum. Some are almost 
certainly second primaries (see Case 3), others result from 
inadequate resection, and others still from tumour-cell 
implantation at the anastomosis ; an example of the latter 
occurred in the present series. Not only should excision be 
adequate (a 2-in.—S-cm.—clearance as the minimum distally) 
but the distal bowel should be washed out with 1:500 per- 
chloride of mercury to kill off free cancer cells and prevent 
their implantation. 

Unfortunately many patients will present with evidence of 
recurrences so hopeless that laparotomy is contraindicated ; 
these will include the cases with ascites, a fixed mass in the 
pelvis, jaundice, and extensive liver secondaries, Pain in 
these sufferers can be controlled by analgesics and opiates, 
supplemented by chlorpromazine. Some selected cases may 
benefit from cordotomy, splanchnic blocks, and permanent 
local spinal blocks (Maher, 1955). Ascites and malignant 
pleural effusions may both be controlled in some measure 
by instillation of radioactive gold (MacKay, 1957), with relief 
from distension and dyspnoea. . Above all, the “ hopeless 
case” must not feel that he is being abandoned ; attention 
to small details of nursing care will give considerable relief 
in the terminal stages of malignant disease. 


Summary 


Recurrence of symptoms after resection of a primary 
tumour of the alimentary tract may be due to secondary 
deposits, but these may be operable even if in lung or 
brain. In other cases the symptoms may be caused by 
the development of a fresh primary tumour or even by 
some non-malignant condition. 

A more optimistic surgical attitude towards suspected 
recurrences is advocated and some _ encouraging 
examples are presented. 


We thank the surgical consultant staff of the Radcliffe Infirmary, 
Oxford, for permission to study the patients reeorded in this 
series. We are grateful to Mr. D. A. Abernethy and Mr. A. 
Elliot Smith for their advice and criticism. 
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“ To-day, we understand the means by which tuberculosis 
can be prevented, and we have the drugs through which, 
provided treatment is begun early and continued properly, 
the illness can be cured... . In 1957 there were 4,784 
deaths, as against 23,076 ten years ago, though over 30,000 
new patients are still discovered every year. Tuberculosis 
has been removed from among the great killers of men, and 
demoted to the position of a lesser—though still formidable 

enemy. There are still 350,000 patients attending our 
chest clinics in Britain; and if we add their families (who 
are at risk) this means at least a million lives directly 
affected by a preventable disease.”"—-From the NAPT 
Annual Report, 1957-1958. 
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The introduction of protein withdrawal, oral broad- 
spectrum antibiotics, and enemata as a basis for treating 
hepatic impending coma and coma (Sherlock et al., 1954) 
has been supported by encouraging results in larger 
groups of patients (Sherlock ef al., 1956 ; Summerskill 
et al., 1957a). However, the relative contribution of 
each measure to the therapeutic response is uncertain, 
and protein deprivation, which may have to be long- 
continued, is particularly undesirable when liver disease 
is associated with undernutrition. No comparative 
studies are available to indicate the most effective anti- 
biotic in hepatic coma, but the recent use of neomycin 
in three patients by Fisher and Faloon (1957) is 
important, as temporary clinical improvement was com- 
patible with continued protein administration. Dawson 
et al. (1957) treated acute hepatic coma in 12 patients 
with neomycin, protein deprivation, and other measures. 
No conclusions were drawn in regard to its specific 
therapeutic action in either series, as coma was often 
due to multiple factors and additional methods of treat- 
ment were employed simultaneously. In this paper the 
effect of neomycin is compared with that of other anti- 
biotics under controlled conditions, and the degree to 
which protein withdrawal and other procedures may be 
modified as a result of neomycin therapy is also studied. 


Material 
Six patients (three male and three female) with 
impending hepatic coma or coma complicating cirrhosis 
were studied (Table I). Cirrhosis was thought to be the 


1.—Biochemical Findings 


Case | Sex Serum Serum Thymol | Serum 
No | and Bilirubin Albumin Turbidity Sodium 
| Age | (mg.100 (g. 100 mi.) | (Units) | (mEq1.) 
1 | F 60 6-0 | 2-2 | 16 | 137 
2 | F 75 40 | 2-8 10 | 112 
3 | F 77 1-5 | 3S | | 127 
4 |M 24} 20-0 | 2-9 99 
S$ |M $5 0-8 | 48 1 142 
6 |M 49 0-9 31 1 125 
Normal values <10 >4-0 <5 


| (137-144) 


sequel of virus hepatitis in Case 1 and of long-standing 
cardiac failure in Case 3; in Cases 5 and 6 it was pos- 
sibly associated with alcoholism ; and in Cases 2 and 4 
the cause was uncertain. All except Case 6 had stigmata 
of chronic liver disease, and the relevant biochemical 
findings are shown in Table I. Case 2 gave a history of 
poor nutrition, and the serum albumin concentration 
was below 3 g./100 ml. in Cases 1, 2, and 4. 

Coma was attributed to liver failure in Cases 1, 2, and 
3, as all had developed ascites and two had become 
jaundiced shortly before the onset of neuropsychiatric 
disorder. The presence of a portal collateral circulation 
facilitating the onset and perpetuation of coma in. these 
patients could not be excluded, but splenomegaly or 
superficial abdominal collateral veins were not found 
and there was no radiological evidence of oesophageal 


varices in Case 1. Additional factors which may con- 
tribute to coma, such as high protein feeding, gross or 
occult gastro-intestinal bleeding, drugs, or intercurrent 
infection, were excluded. Ascites in Cases 2 and 3 was 
accumulating despite treatment, and was associated with 
serum sodium concentrations below 130 mEq/1., findings 
suggesting advanced liver damage and a poor prognosis 
(Hecker and Sherlock, 1956). 

In Cases 4, 5, and 6 coma followed major gastro- 
intestinal haemorrhage. Gastro-oesophageal varices 
were demonstrated by barium swallow and meal, 
portal venography, and oesophagoscopy in Cases 4 
and 5, while Case 4 also had intractable ascites, hypo- 
albuminaemia, and was deeply jaundiced (Table I). In 
Case 6 bleeding originated from a chronic gastric ulcer 
and there was no evidence of portal hypertension at 
laparotomy. 


Methods 


Daily assessment of the neuropsychiatric state was 
based on the observations of Walshe (1951), Adams 
and Foley (1953), and Summerskill ef al. (1956). 
Because of the characteristic fluctuations in the syn- 
drome, a distinction was made only between “ coma ” 
(absence of response to strong stimuli), “ impending 
coma” (personality changes with objective signs, of 
which a flapping tremor was the most prominent), 
and the absence of gross psychiatric or neurological 
disorder. 

Diets with calculated protein and sodium contents 
were supplied by the hospital dietetic department : 
antibiotics were given by mouth or intragastric drip 
in equally divided doses three or four times in the 24 
hours ; and enemas were administered when necessary 
to ensure daily bowel movements. 

The biochemical tests, including the nitrogen balances. 
and bacteriological investigations reported were routine 
laboratory procedures. 


Results 


Case 1 (Fig. 1)—-A woman aged 60 was admitted to 
hospital unconscious, and initial treatment by protein with- 
drawal, intragastric glucose, and enemata was followed 
within 48 hours by emergence from stupor, but tremor and 
confusion continued. Protein was added cautiously, but a 
daily intake of 30 g. was followed by gross neuropsychiatric 
disorder. Reduction of the amount to 20 g. failed to bring 
improvement. The patient’s behaviour was incompatible 
with her retention in a general ward when neomycin (6 g. 
daily) was started, 12 davs after admission to hospital. 
Within 24 hours normal mental function was restored and 
tremor and the other neurological abnormalities dis- 
appeared. The protein intake was then raised by 10-g. 
increments every three or four days to a total of 50 g. daily 
without neuropsychiatric deterioration. Simultaneously the 
daily dose of neomycin was reduced, and after two weeks 
it was discontinued. Five days later the patient again 
became drowsy, confused, and tremulous, but it was possible 
to raise the protein intake to 70 g. daily. Chlortetracycline 
(2 g. daily) did not improve the neuropsychiatric state. 
Accordingly, neomycin (6-4 g. daily) was substituted for it 
without alteration in dietary protein. After three days there 
was a striking improvement in response to neomycin, and 
after a further six days it was possible to withdraw chemo- 
therapy. There was no further relapse, the jaundice and 
ascites subsequently disappearing. 

Case 2 (Fig. 2).—A woman aged 75 was admitted to hos- 
pital for the treatment of ascites, but her condition slowly 
deteriorated and she developed impending coma and then 
lost consciousness. She remained in deep coma for five 
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days despite therapy with protein withdrawal, “ sigma- 
mycin” (tetracycline and oleandomycin in proportions of 


2:1) (2 g. daily) and enemata. The 


Neomycin 


Coma 


Impending 
coma 


Stoo! cultures 


following day she 


Chliortetracycline 


regained consciousness, although confusion and tremor 
continued for a further day. After the neuropsychiatric 
state had remained normal for 24 hours, 20 g. of protein 
was added to the diet. The next day con- 
fusion, drowsiness, and tremor reappeared, 
but the amount was increased to 40 g. daily. 
Neuropsychiatric disorder persisted, and 
neomycin (6 g. daily) was substituted for 
sigmamycin. Within 24 hours the patient 
had returned to normal consciousness, 
although remaining on 40 g. of protein 


Yo): daily. Neomycin was discontinued after a 
LZ. four-day course, being replaced by sigma- 


‘4 mycin (2 g. daily). Two days later there 
was a return of drowsiness, confusion, and 


80 
tremor. Chloramphenicol (2 g. daily for 
60 { four days) was substituted for sigmamycin 
Dietary for the treatment of an infection of the 
protein 40 urinary tract, but it had no effect on the 
neuropsychiatric condition. Neomycin (8 g. 
20 daily) was therefore reintroduced, and with- 
in three days there was again a striking re- 
sponse, the patient becoming orientated and 
O weens 1 2 3 4 3 6 7 8 more alert. Subsequently the dosage was 
Fic. |.—-Case 1. Neuropsychiatric state in relation to treatment and protein intake. | reduced slowly without deterioration in her 
Case 3 (Fig. 3)—While in hospital for 


Sigmamycin 


Sigmamycin 


treatment of congestive cardiac failure, a 
woman aged 77 became confused, tremu- 


2-0 1 i 


2-0 | 2-0 #0 | 4-0 20] lous, and intermittently stuporous. Am- 


monium chloride (1 g. t.d.s.) had been in- 


cluded in her treatment, but its cessation 
failed to influence her condition. Chlor- 
tetracycline (2 g. daily) was then given with- 
out altering the diet, and the patient re- 
gained consciousness, although confusion, 
' apathy, and tremor persisted. _Neomycin 
(6 g. daily for four days) was substituted 
for chlortetracycline and further improve- 
ment occurred after two days. Tremor was 
no longer apparent and she was alert enough 
to sit out of bed and feed herself. Two 
days after neomycin treatment was stopped 


Stoo! cultures— 
80, 
60 4 
Dietary 
protein 40 
(9/ daily) 
20 3 
O werks 


some tremor and apathy returned. 

Case 4.—-A man aged 24 was admitted to 
hospital with melaena and impending hepa- 
tic coma. A portacaval anastomosis, which 
had subsequently become occluded, had 
been constructed 16 months previously. 


Fic. 2.—Case 2. Neuropsychiatric state in relation to treatment and protein intake. Neomycin therapy (6 g. daily) was started 


Neomycin 
Chiortetracycline 
g / dorly 2-0 6-0 
Coma 
Impending 
coma 
Stool cultures—— 
80 


Dietary IN 


protein 404 
(g/ ) 


20 4 


\ 


O weeks 1 


Fic. 3.—Case 3. Neuropsychiatric state in 
and protein intake. 


2 3 
relation to treatment 


immediately, but balloon compression of the gastro-oeso- 
phageal region was not undertaken. Haemorrhage, with 
the daily passage of loose melaena stools, continued for 
six days and the haemoglobin concentration was 8.9 g./ 
100 ml. (60°) after 6 pints (3.4 litres) of blood had been 
given during this time. A protein intake of 40 g. daily 
was allowed throughout, and, despite progressive liver 
failure, with increasing jaundice (serum bilirubin 20 mg./ 
100 ml.), the accumulation of tense ascites, and hypo- 
natraemia (serum sodium concentration 99 mEq/I.), there 
was no neuropsychiatric deterioration. Normal conscious- 
ness was re-established 36 hours after admission and subse- 
quently maintained. After the cessation of bleeding, liver 
function improved quickly. 

Case 5.—A man aged 55 with known portal hypertension 
was admitted to hospital following the passage of melaena 
stools. Irrational, violent behaviour prevented the immedi- 
ate introduction of a gastro-oesophageal compression 
balloon, and neomycin (6 g. daily), together with routine 
treatment, was started. Bleeding continued for four days 
and, after 6 pints (3.4 litres) of blood had been given in this 
time, the haemoglobin concentration was only 10.2 g./ 
100 ml. (64%). Grossly abnormal conduct and a “ flap- 
ping” tremor persisted for three days and some confusion 
continued for a further two days. Protein was withdrawn 
from the diet for two days, but it was then introduced in 
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daily increments of 10 g. without apparently prejudicing 
improvement in the neuropsychiatric state. 

Case 6—-A man aged 49 was admitted to hospital 
following haematemesis and melaena of three days’ dura- 
tion. The next day he developed impending hepatic coma. 
Although standard biochemical tests of liver function 
showed no abnormality (Table I), 50% of injected brom- 
sulphthalein was retained in the blood after 45 minutes, thus 
supporting the possible presence of liver disease. Neomycin 
therapy (6 g. daily) was instituted immediately. Profuse 
bleeding continued, and, despite the rapid transfusion of 
7 pints (4 litres) of blood, his condition deteriorated. 
Although impending hepatic coma had been present for 12 
hours, surgical treatment was thought necessary to arrest the 
haemorrhage. Accordingly Mr. K. Lloyd Williams under- 
took a laparotomy under general anaesthesia (Dr. L. Khan) 
with thiopentone, pethidine, gallamine triethiodide, nitrous 
oxide, and oxygen. The liver was cirrhotic, but no spleno- 
megaly or portal collateral veins were found, and three 
chronic gastric ulcers were present. A _ Polya partial 
gastrectomy was performed. His recovery from the 
anaesthetic and his post-operative progress were uneventful, 
and no further neuropsychiatric disorder occurred. 


Bacteriological Studies 


Stool cultures were examined at various stages of treat- 


ment in Cases 1-5. A “sterile” stool was obtained after 
four to six days’ neomycin (6 g. daily) in Cases 2, 4, and §, 
although faecal organisms persisted in Case 3 after the same 
treatment. Stools from Case 1 and 2 which were examined 
after longer courses of neomycin (6-14 days) grew an 
apparently normal faecal flora in three instances despite 
continued clinical improvement. The average daily dose of 
neomycin was less than 6 g. on these occasions. Faecal 
organisms were also present after chlortetracycline in Cases 
2 and 3 and after both sigmamycin and chloramphenicol in 
Case 2. 
Additional Observations 

Hepatic fetor was present initially in all patients, but it 
disappeared within 36-48 hours of treatment with protein 
withdrawal or antibiotics. Despite the subsequent addition 
of dietary protein and the reappearance of neuropsychiatric 
signs, fetor was not detected during the intermittent ad- 
ministration of antibiotics. The patients had loose stools 
with neomycin, but troublesome diarrhoea did not occur and 
no other toxic effect was observed. 

Following a period of equilibration on the appropriate 
diet and antibiotic, four-day nitrogen balances were carried 
out on Case 1. During treatment with chlortetracycline 
(2 g. daiiy) there was a total nitrogen output of 46.1 g. with 
a positive balance averaging 2.2 g. daily. When neomycin 
(6-4 g. daily) was substituted for chlortetracycline, the 
urinary nitrogen loss was reduced and the positive nitrogen 
balance improved to 3.5 g. daily (Table II). 


Taste Il.—Nitrogen Balance During Treatment with Chlortetra- 
cycline and Neomycin in Case | 
4-day Collections (g. Nitrogen) 
je ary | Urine Stool 
| Nitrogen | Nitrogen | Nitrogen Balance 
Chiortetracycline 54-9 342 11-9 + 88 
Neomycin 29-4 11-6 +141 
Discussion 
Treatment with antibiotics, protein withdrawal, and 


enemata in hepatic coma is based upon evidence that nitro- 
genous compounds of intestinal origin are a cause of the 
neuropsychiatric disorder. The object of therapy is there- 
fore to reduce the amount of nitrogenous material in the 
intestines and, with antibiotics, to inhibit bacterial enzyme 
activity by suppression of the gut flora. The regime is of 
proved therapeutic value when coma results from intoler- 
ance of nitrogenous substances, such as gastro-intestinal 


HEPATIC COMA TREATED WITH NEOMYCIN 


Britis 
MepicaL JOURNAL 


bleeding or high-protein feeding, in patients with adequate 
liver function. In coma due to liver failure there is more 
widespread clinical and metabolic disturbance and conse- 
quently a much poorer prognosis (Sherlock ef al., 1956; 
Summerskill et al., 1957a). Moreover, the issue is rarely 
sufficiently prolonged or uncomplicated to permit controlled 
observations in relation to specific therapy. 

Cases 1, 2, and 3 are of interest, as comparative studies 
were possible, although coma resulted from hepatic failure. 
In two patients relapses occurred after initial treatment when 
relatively small amounts of protein were added to the diet, 
and they responded successfully on four occasions to neo- 
mycin without alteration of the diet. In the third patient, 
recovery occurred when neomycin was given, despite the 
continued administration of protein. Other antibictics 
(chlortetracycline, sigmamycin, or chloramphenicol) proved 
less effective with the identical protein intake and general 
mangement, although chlortetracycline was followed by 
improvement in one patient. The therapeutic action of 
neomycin occurred within 24-72 hours and deterioration 
took place on withdrawing the drug after a similar interval. 
These results stress the importance of oral antibiotic therapy 
even when coma is due to hepatic failure and, in the absence 
of other comparative data, suggest that neomycin is the 
most effective of currently recommended antibiotics in 
hepatic coma. This accords with the experience of Dawson 
er al. (1957) with neomycin in the management of chronic 
or recurrent neuropsychiatric disorder due to protein in- 
tolerance in patients with extensive portal-systemic collateral 
circulations, and with the improvement in E.E.G. appear- 
ances following use of the drug in patients with liver disease 
(Parsons-Smith ef al., 1957). 

In Cases 4 and 5, with impending coma due to bleeding 
varices, deterioration to coma was prevented and full 
restoration of consciousness occurred when neomycin was 
given, although the haemorrhage was not controlled. 
Recovery was particularly striking in Case 4, in which deep 
jaundice and ascites were present, especially as an adequate 
protein intake was allowed throughout. The improvement 
in Case 6 was predominately due to surgical arrest of the 
bleeding, but the use of neomycin before operation probably 
ensured the smooth post-operative course, as impending 
coma had been present for at least 12 hours prior to general 
anaesthesia and constituted an important contraindication 
to surgery. 

The close relationship between protein feeding and 
hepatic coma (Phillips er al., 1952) is particularly important 
when coma complicates liver disease associated with malnu- 
trition. Neomycin was superior to other antibiotics tested 
in permitting an adequate protein intake despite neuro- 
logical disorder. Moreover, the nitrogen balance was posi- 
tive during neomycin therapy, whereas the tetracycline 
antibiotics increase nitrogen katabolism and may cause a 
negative nitrogen balance (Faloon et al., 1954, 1957). 

A nutritious diet is important in the management of many 
patients with cirrhosis (Patek et al., 1948), and the extent 
to which neomycin therapy will obviate protein deprivation 
in the treatment of hepatic coma is not yet clear. Clinical 
improvement with neomycin appears within 72 hours and 
temporary elimination of protein from the diet for this 
period is still prudent if coma is established or anticipated. 
When consciousness returns, an adequate protein intake 
(40 g. daily) may be tolerated, and if protein undernutrition 
is thought to be of aetiological significance in the liver 
disease larger amounts can be tried. As the presence of 
blood in the intestines has an effect similar to that of protein 
in precipitating hepatic coma (Sherlock et al., 1954), balloon 
compression of the gastro-oesophageal region (Sengstaken 
and Blakemore, 1950) is of prophylactic use in patients with 
bleeding varices. However, the tube is often difficult to 
introduce in the uncooperative pre-comatose patient, hard 
to tolerate, and apt to cause ulceration of the oesophagus 
(Sherlock, 1958). The control of neuropsychiatric compli- 
cations with neomycin during bleeding in Cases 4 and 5 
indicates that compression can be reserved for patients in 
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whom haemorrhage is catastrophic or results in progressive 
neuropsychiatric deterioration. The smooth recovery of 
Case 6, despite preoperative impending coma, suggests that 
neomycin is also effective as a prophylactic measure in 
patients with liver disease prior to operation. 

The relative significance of various organisms in the 
production of toxic nitrogenous substances in the human 
intestine, and therefore the specific action of neomycin, 
remains uncertain. Although the faecal flora is qualitatively 
and quantitatively normal in cirrhosis and hepatic coma 
(Phear et al., 1956), some organisms, particularly coliforms 
and Str. faecalis, extend abnormally far up the intestines 
(Martini ef al., 1957). Neomycin, being poorly absorbed 
from the intestines, is relatively non-toxic, and doses of 
8-12 g. daily were shown by Fisher and Faloon (1957) to 
“ sterilize “ the stools within 36 hours to 5 days. With the 
lower dosage employed in this study, the stools were 
“ sterile” in three patients after four to six days’ treatment. 
Reappearance or persistence of the faecal flora was not 
necessarily accompanied by clinical deterioration, and this 
agrees with the more extensive bacteriological studies of 
Dawson et al. (1957). Neomycin presumably exerts some 
specific effect on bacterial growth and metabolism under 
these circumstances that explains its clinical superiority to 
the other antibiotics used. 

Toxic agents derived from nitrogenous material in the 
intestines, and of possible causal significance in hepatic 
coma, include methyl mercaptan (Challenger and Walshe, 
1955) and tertiary amines (Butt and Mason, 1954), but evi- 
dence accumulates to incriminate ammonia in particular 
(Kirk, 1936), although its effect on brain metabolism has 
been variously interpreted (Bessman and Bessman, 1955: 
Summerskill et al., 1957b). Ammonia from food, blood, 
and other nitrogenous material in the intestines can reach 
the systemic circulation by passing through a diseased liver 
or by way of portal collateral vessels (White et al., 1955), 
and this accords with clinical experience, which relates 
hepatic coma to inadequacy of liver function, the extent of 
the portal collateral circulation, and the amount of nitro- 
genous material in the intestines (Sherlock ef al., 1954). 
Oral neomycin reduces portal blood ammonia levels 
effectively in dogs (Silen et al., 1955), and Fisher and 
Faloon (1957) showed that both peripheral and portal vein 
ammonia values were lowered in patients with cirrhosis, 
even when protein was given. However, during long-term 
treatment, Dawson ef al. (1957) found that ammonia con- 
centrations in the blood tended to rise, although this was not 
necessarily associated with clinical deterioration. 


Conclusion 


These cases have been reported because, as is rarely 
possible in acute hepatic coma, objective assessment of the 
efficacy of a single therapeutic agent has been possible. 
Wider experience with neomycin in this department has con- 
firmed its usefulness but has also emphasized two dis- 
advantages. The first is its cost, although in these patients it 
was effective in doses well below the 12 g. daily used by 
Fisher and Faloon (1957). The second, if paradoxical. 
sometimes constitutes a practical dilemma and involves 
irreversible hepatic failure due to terminal chronic liver 
disease. Neomycin is sometimes so effective in prolonging 
normal consciousness in such patients that the distressing 
and unequal struggle appears to be unduly prolonged. 


Summary 


Neomycin was more effective than chlortetracycline, 
sigmamycin, or chloramphenicol in treating three 
patients with hepatic coma due to liver failure under 
controlled circumstances. Neomycin therapy permitted 
an adequate protein intake, which, with the other drugs, 
caused neuropsychiatric deterioration. 

Impending hepatic coma was precipitated by haemor- 
rhage from gastro-oesophageal varices in two other 


patients, one of whom also developed liver failure. 
Restoration of consciousness followed neomycin treat- 
ment despite persistent bleeding and continued protein- 
feeding. Balloon compression of the gastro-oesophageal 
region was not necessary. In another patient, impend- 
ing coma resulted from massive bleeding from a gastric 
ulcer. Despite the neuropsychiatric disorder, general 
anaesthesia and surgical treatment were followed by an 
uncomplicated post-operative course with neomycin 
therapy. The influence of these findings on the 
management of hepatic coma is discussed. 


Dr. F. Avery Jones, who also gave me his advice, Dr. A. 
Abdullah, and Dr. T. D. Kellock kindly allowed me to study these 
patients. I am grateful to them and to Dr. G. Discombe and 
Dr. J. D. A. Gray for biochemical and bacteriological reports ; 
to Mrs. A. M. Dawson and Miss C. Murland for dietetic assist- 
ance; and to Dr. T. Luke, Dr. A, Pollard, and Dr. J, M. Read, 
house officers, for confirming the clinical findings in relation to 
treatment. I am also indebted to Messrs. Upjohn of England, 
who kindly made available supplies of neomycin. 


REFERENCES 
Adams, R. D., and Foley, J. M. (1953). Res. Publ. Ass. nerv. ment. Dis., 
32, 198. 


Bessman, S. P., and Bessman, A. N. (1955). J. clin. Invest., 34, 622 

Butt, H. R., and Mason, H. L. (1954). Gastroenterology, %, 829. 

Challenger, F.. and Walshe. J. M. (1955). Biochem. J., 59, 372. 

Dawson, A. M., McLaren, J., and Sherlock, S. (1957). Lancet, 2, 1263 

Faloon, W. W.. Downs, J. J., Duggan, K., and Prior, J. T. (1957). Amer. 
J. med. Sci., 233, 563. 

—- Noll, J. W., and Collins, K. "(1954). J. Lab. clin. Med.. 75. 

Fisher, C. J., and Faloon, W. W. (1957). New Engi. J. Med., “Sse. 1030, 

Hecker, R.. and Sherlock, S. (1956). Lancet, 2, 1121. 

Kirk. E. (1936). Acta med. scand., Suppl. 77. 1. 

Martini, G. A. Phear, E. A., Ruebner, B., and Sherlock, S. (1957). 
Clin. Sci., 16, 35. 

Parsons-Smith. G. B.. Summerskill, W. H. J., Dawson. A. M.. and 
Sherlock. S. (1957). Lancet, 2, 867. 

Patek, A. J.. Post, J., Ratnoff, O. D., — H., and Hillman, R. W. 
(1948). J. Amer. med. Ass., 138, 

Phear, E. A., Ruebner, B., Sherlock, S.., by Summerskill, W. H. J. (1956). 
Clin. Sci., 15, 93. 

Phillips, G. B., Schwartz, R., Gabuzda, _ J., jun., and Davidson, C. S. 
(1952). New Engt. J. Med., 247, 239. 

Sengstaken, R. W., and Blakemore, A. H. (1950). Ann. Surg., 131, 781. 

Sherlock. S. (1958). Diseases of the Liver and Biliary System, 2nd ed. 
Blackwell, Oxford. 

——- Summerskill, W. H. J., and Dawson, A. M. (1956). Lancet, 2, 689. 

White, L. P., and Phear, E. A. (1954). Ibid., 2. 453. 

Silen, W., Harper, H. A., Mawdsley, D. L., and Weirich, W. L. (1955). 
Proc. —~. exp. Biol. (N.Y.), 88, 138. 

Summerskill, W. H. J., Davidson, - A., Sherlock, S.. and Steiner, R. E. 
(1956). J. Med., 25, 245 

—- Wolfe, S. J.. and Davidson, C. S. (1957a). Amer. J. Med., 23, 59. 

— —— (1957b). J. clin. Invest., 

Walshe, J. M. (1951). Quart. J. Med., Ph 42 

White, L. P., Phear, E. A.. Summerskill, ai. J., and Sherlock, S. (1955), 
J. clin. Invest., 34, 158. 


The British Council for Rehabilitation has set up a work- 
ing party under the chairmanship of Dr. ELtFep THOMas, 
director of education for the City of Leicester, “ To investi- 
gate the needs of physically and mentally handicapped 
school-leavers ; to study the means of meeting their diffi- 
culties, and to make recommendations.” The work is ex- 
pected to take about two years and will be on a nation-wide 
basis. The composition of the working party includes edu- 
cationists, representatives of the medical services, the volun- 
tary organizations engaged in social work of an educational 
and medical nature, the Trades Union Congress, industry, 
and observers from the Ministries of Education, Health, and 
Labour and National Service, and local authorities. While 
it is recognized that the statutory services show an en- 
lightened approach to the problem, states the council, and, 
as promulgated, appear to make reasonable provision, there 
still remain gaps. There are, continues the council, far too 
many handicapped school-leavers who, for one reason or 
another, miss the opportunities they should have and are 
left in what could become a hopeless position. The British 
Council for Rehabilitation (Tavistock House South, Tavi- 
stock Square, London, W.C.1) would therefore welcome evi- 
dence relevant to the above terms of reference from any 
source. 
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The proper placing of the handicapped school child, 
particularly the physically handicapped school child, in 
the school community has been a matter for discussion 
for many years. In deciding what is best for each child 
there are so many variables, apart from the physical 
handicap, to be taken into account—age, intelligence 
and personality, length of stay in hospital, family care, 
availability of day and boarding “special” schools, 
transport, size of classes, and types of buildings of near- 
by “ordinary ” schools. In recent years there has been 
a demand for the admission to ordinary schools of 
children who would previously have been regarded as 
too severely handicapped for anything but a special 
school. At the same time there are now in the special 
schools many children who in previous years would 
have been regarded as too seriously crippled for life out- 
side a hospital or the four walls of their home. 

Surveys of the reasons for admission of children 
attending special schools for the physically handicapped 
in London have been carried out from time to time, the 
most recent being in 1949, 1951, and 1954. The results 
of these surveys were not published, although the Lon- 
don figures for 1951 were included among those for the 
whole of England and Wales in the survey made at that 
time by the Chief Medical Officer of the Ministry of 
Education (1954). So far as earlier surveys are con- 
cerned, the results of one carried out in London in 1928 
were published in the Annual Report of the London 
County Council (1928). No records are available of 
any such surveys which may have been carried out 
between 1929 and 1948. 


Method 


Early in 1957 it was decided that another survey should 
be made, and the schools were asked to submit lists of the 
particular defects of their pupils. In practically every case 
the child was under observation by a consultant or specialist 
at a hospital, so that the school doctor had available enough 
evidence upon which to give a precise diagnosis. The 
returns from the schcols were coded, and an aggregate for 
London was made of the coded items. In the interests of 
clarity, and with a view to comparison with any other 
current and future surveys, the coding was based on the 
classifications and nomenclature of the J/nternational 
Statistical Classification of Diseases, Injuries, and 
Causes of Death (W.H.O., 1957). It says much for the precise 
nature of the information available in the schools that in 
only a handful of cases was it necessary to ask the school 
for further information before a code number could be 
assigned. 

Results 

The full tabulation given in Table I shows 93 different 
conditions for the 1,325 children in 17 schools at the time 
of the survey. The largest group is cerebral palsy, 312 
but this does not represent all the children of school’age in 
London with cerebral palsy, as a survey in 1955 (MacGregor 
et al., 1957) revealed 526 cases between the ages of 5 and 
16 years. Children crippled by poliomyelitis (240) formed 


Taste I.—1957 Survey of Pupils in Schools for the Physically 
andicapped in London 


Code No. of 
No. Condition Cases 
010 Tuberculosis of meninges and C.N.S. .. 
oll +»  Peritoneum 1 
013-0 +» Spine 24 
013-1 » hip be 33 
013-2 » knee il 
013-3 other bones and joints . 5 
Post- poliomyelitis . . 240 
193 Malignant neoplasm of brain 2 
199 eg 
223 Benign neoplasm of brain 5 
225 
228 Haemangioma ss 2 
237. Tumour of brain .. 7 
241 Asthma 4 
253 Cretinism 1 


272 ~=Diseases of pituitary gland 
277 +#Dwarfism 
284 Post-rickets 
286-0 Coeliac disease ° 
289-0 Gaucher's disease . . 
2 Lipodystrophy 
292-2 Cooley's anaemia .. 
292-4 Aplastic anaemia 
293 Anaemia 
295 Haemophilia 
298-0 Hepatosplenomegaly 
344 Post-inflammatory disease of C. N.S. 
351 Cerebral spastic infantile paralysis 
352 Other cerebral paralysis - 
353 Epilepsy 
355 Huntington's chorea 
356-0 Progressive muscular atrophy 
357. Friedreich's ataxia 
364 Polyneuritis 


410 Rheumatic valvulitis—mitral 4 
411 —aortic 

—combined 2 
414 Rheumatic endocarditis 1 
416 °° carditis 1 
445 Malignant hypertension 1 
453-3 Vasomotor disturbance 1 
468-2 Lymphadenitis 1 
526 Bronchiectasis 3 
560 Hernia 
587-2 Fibrocystic disease of pancreas 2 
593 Nephritis 
601 Hydronephrosis 2 
602 Renal calculus ‘ 1 
722 0 Still's disease ‘ es 15 
724 Arthritis 4 
730-1 Osteomyelitis 14 
730-3 Periostitis 
732 Perthes’s disease 14 
733 Dysplasia epiphysealis 1 
735 Prolapse intervertebral disk 
744-1 Progressive muscular dystrophy . . 24 
745 Curvature of spine 14 
748 Clubfoot .. 22 
749 Coxavara .. 2 
751 Spina bifida ain ‘ 
752 Hydrocephalus 2 

753-1 Congenital malformation of nervous 6 
754-0 Tetralogy of Fallot ‘ ‘ 3 
754-1 Patent ductus arteriosus 10 
754-2 Interventricular septal defect 40 
754-3 Interauricular septal defect ‘ 27 
754-5 Other congenital m alformations of heart : 19 
754-6 Coarctation of aorta 1 
754-7 Other congenital circulatory malformations. 8 
756-1 Imperforate anus 3 
757 Congenital malformation of genito-urinary system 4 
758-0 dislocation of hip .. 19 
758-1 Chondrodystrophy 9 
758-2 Congenital malformation of skull 2 
758-3 Brittle bones 10 
758-6 Other congenital malformations of bones and mes 33 
759-1 Epidermolysis bullosa 3 
780-3 Jacksonian epilepsy 1 
780-4 Athetosis 21 
780-5 Ataxia 7 

N800/1 Fracture skull 3 

N808 pelvis 

N813 arm 1 

N823 leg ; 2 

N836 Dislocation patella 

N856 Traumatic cerebral paralysis 6 

N888 Amputation arm 2 

N891 Scarring leg i 

N897 Amputation foot 3 

N898 - eg 3 

N901 Injury both legs. 1 

N945 Burns both thighs 1 

N948 Multiple burns 1 


the second largest group, and congeniial heart disease (127) 
was the only other group of more than a hundred cases. In 
essence Table I shows that, apart from these large categories, 
the children attending the special schools for the physically 
handicapped are suffering from a very wide range of condi- 
tions, some of which in this survey are represented by only 
one or two children. 

From the point of view of morbidity statistics it is import- 
ant to note that the figures given in Table I, which relate 
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only to children in special schools for the physically handi- 
capped, cannot be used to measure the incidence of any 
particular condition amongst the child population, since 
there are many handicapped children satisfactorily placed in 
ordinary schools, and there are others who are not in school 
at all. On _ the 
other hand, from 
the point of view 
of education statis- 
tics, the figures 
are of importance 
as a measure of 
the need for 
special educational 
provision. 

In Table II an 
attempt has been 
made to compare 
the findings of the 


1928, 1951, and 
1951 1957 surveys as 
1987 Gnome representing the 


Tuberculosis of 
bones and joints 


1951 Post -potiomyelicis 


Cerebral parsiyses 
(incl. 


pre-war, settled 

post-war, and cur- 

1728 rent positions, 

1951 Only broad com- 

1957] parison by combi- 

nation of some 

4 4 categories is pos- 

centages {linear scale) 

ae the differing bases 

Fic. 1.—Percentage distributions of of classification 
pathological conditions of pupils in 

schools for the physically handicapped in Sed in the three 

London. 1928, 1951, and 1957. surveys. A _ few 

marginal cases 


may possibly have been put into the wrong category, 
but, because of the magnitude of the differences between 
the successive surveys, such minor errors will not radically 
affect the pattern of change over the years. In Table Il 
the numbers recorded are also shown as percentage distri- 
butions and as rates per 1,000 of the total school rolls (see 
also Figs. | and 2). 
Discussion 

As Table II shows, the population of the schools for 
physically handicapped has fallen more steeply than has the 
total London school population ; the incidence per 1,000 
of the school population of attendance at schools for the 
physically handicapped in 1957 was less than half what it 
was in 1928. The most marked decrease has been, as 
would be expected, in juvenile rheumatism and in non- 
pulmonary tuberculosis. Juvenile rheumatism (including 
chorea) has fallen from 1.96 per 1,000 through 0.6 to 0.16; 
and non-pulmonary tuberculosis has fallen from 1.14 through 


Taste IL—-Comparison of 1928, 1951, and 1957 Surveys of 


0.40 to 0.16 also. It is sometimes forgotten that 30 years 
ago poliomyelitis was so important ; in 1928 poliomyelitis 
was second only to rheumatism as a reason for admission to 
schools for the physically handicapped, with an incidence of 
1.21 ; in 1951 the incidence was 0.53 and in 1957 it was 0.54, 
again the second 
most common 


cause of admis- Tuberculosis of 
sion, but now 
second to the 
cerebral palsies. 
1954 Post-poliomyelitis 
cerebral palsy has 


gone up from 0.49 
through 0.72 to 


0.77; even the _ 
actual numbers’ (incl. athetosis) 
have increased 


from 314 to 342. 


We know that ,, 
many very severely 
handicapped chil- disease 


dren are now ad- 


mitted to special 
schools, and this 

ital hea 
may well have 
affected _ this 
change. The inci- 

dence of arthritis, 


progressive muscu- 
lar dystrophy, kid- 
ney disease, and 
brittle bones has 
increased, but the 
numbers involved 
are not large. Congenital heart disease had caused 251 ad- 
missions (0.39) in 1928 and 241 in 1951, a much higher 
incidence (0.59), but by 1957 there were only 146 children 
left with congenital heart disease, a fall in the incidence to 
about what it was in 1928 (0.33). It would take a special 
inquiry to reveal the reasons for these variations. The 
incidence of disabilities due to injuries has fallen from 0.18 
to 0.06, but this still means that 26 children are needlessly 
crippled. For those who do not know the special schools, 
it should be said that the stay of amputees, for example, 
is not long, and usually they soon return to ordinary schools. 

The school for the physically handicapped is usually a 
single-storied building, too often some 30-40 years old, 
and not too well suited to its present function. There are 
usually about 100 children in the school and there are not 
more than 20 in a class. Atl children are conveyed to and 
from school in special coaches which call at their homes or 
points convenient to them. In 1928 no treatment was given 
in the schools, and children who required it had to attend 


Rates per |.000 (logarithmic scale) 


Fic. 2.—Rates (per 1,000 of total school 
roll) of pathological conditions of pupils 
in schools for the physically handica 

in London. 1928, 1951, and 1957, 


Pupils in Schools for the Physically Handicapped in London 


| Rates per 1,000 of Total School 


Numbers Recorded | Percentage Distributions Rolls 
Condition - 
1928 | 1951 1957 1928 | 1951 | 1957 | 1928 | 1951 1957 
Tuberculosis of bones and joints 720 | 161 73 179 | 97 ss | tis | 0-40 0-16 
Post-poliomyelitis 771 214 240 190 | 129 1 0-53 0-54 
Post-rickets .. i> 78 1 1-9 | 0-1 0-1 0-12 | 0-00 0-00 
Cerebral paralyses (including athetosis) . . 314 | 294 342 1-7 17:8 25-8 0-49 =| «(0-72 0:77 
Rheumatism andchorea .. 166 41 o1 | — | 026 | 000 
Rheumatic heart disease... 1,088 244 72 26-9 148 5-4 1-70 0-60 0-16 
Bronchiectasis, etc. .. 33 | 5 | 3 0-8 0-3 | 0-2 0-05 0-01 0-01 
Diseases of kidney .. 6 9 11 | 08 001 | 002 0-02 
Osteomyelitis . . 33 19 | 20 | 0-12 0-08 0-03 
Progressive muscular dystrophy .. 22 | 37 22 0-5 | 2:2 1-7 0-03 0-09 0-05 
Congenital heart (including circulatory) disease . . 251 | 241 146 6-2 | 14-5 | 11-0 , 0-39 0-59 0-33 
Brittle bones . . 7 |} 10 | 10 | 02 0-6 08 | 001 0-02 0-02 
Other congenital defects 223 193 180 | 116 136 0-35 0-48 0-41 
Accidents. 115 30 2% | 28 18 | 20 0-18 0-07 0-06 
Other conditions 121 158 166 | 30 95 | 125 0-19 0-39 0-37 
Total 4,061 1,657 1,325 | 100-0 100-0 =| 100-0 6-36 4-08 3-00 
Total school rolls 639,000 | 406,000 | 443,000 | | 
| | 
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hospitals, losing valuable educational time in travelling and 
waiting. In 1951 a start had been made in providing physio- 
therapy in the schools, and by 1957 it was available in all 
the schools, together with speech therapy, and where a 
group of deaf cerebral-palsied children are gathered together 
a teacher of the deaf can visit them, In the old schools 
there is inadequate provision for these services, but in the 
new schools, built and building, the planning is excellent. 

There are some children, too severely handicapped for 
the special schools of the London County Council, who 
may be at hospital schools or schools run by independent 
organizations and supported by the local education authori- 
ties, while others, about 60, receive teaching at home. 

There has been a double change over the years, some 
handicapped children being received into the normal school 
community and others being drawn out of the home and the 
hospital into the special schools. Accordingly, it should not 
be assumed that all the decrease over the last 30 years is 
due to an improvement in the health of the child population. 
Much of the change is, however, due to just this. It is not 
that there are children with chorea or rickets in ordinary 
schools—there is no chorea, there is no rickets. 


Summary 

A survey was made in 1957 of the reasons given for 
admission of the 1,325 children in London’s schools for 
the physically handicapped. The diagnoses were coded 
under the International Statistical Classification (W.H.O., 
1957). 93 different conditions were recorded. The most 
common reason for admission was cerebral palsy (312), 
followed by poliomyelitis (240) and congenital heart dis- 
tase (127). 

This survey is compared with previous surveys made 
in 1928, when there were 4,061 children in these schools, 
and in 1951, when there were 1,657. The incidence of the 
main groups of diseases in these three surveys is 
examined. 

The changes observed—the falling incidence of 
juvenile rheumatism and non-pulmonary tuberculosis, 
the rise of cerebral palsy—are discussed and the reasons 
for the general decline in the numbers in schools for the 
physically handicapped are examined. 

Thanks are due to Mr. W. F. Houghton, education officer, and 
Dr. J. A. Scott, principal school medical officer, for permission to 
publish this report and to the staff of the schools and the public 
health department who helped in its preparation. 
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The Exhibition of Medical Records at the Royal College 
of Physicians of London (November 26 to December 12) covers 
nearly 400 years, from the end of the fifteenth to the middle 
of the nineteenth centuries. Among the many exhibits on 
view are the first ordinance book of the Fellowship of Sur- 
geons (c. 1492-7) which contains the text of the Bye-laws 
of the unincorporated Fellowship of Surgeons of the City 
of London ; and the Letters Patent incorporating the College 
of Physicians in London, granted in 1518. The earliest 
subscription book of the Archdeaconery of Chichester shows 
the subscription of Elizabeth Strudwicke, of Kirdford, who 
was licensed to practise as a surgeon in 1673; this is 
“probably one of the earliest examples of a female 
surgeon.” Among the othe: 59 exhibits are the articles of 
agreement between David Irish, “ prakticinor in physick,” 
and Joseph Chitty, of Whitleys, Surrey, to cure the latter's 
wife of “ hipocondriak melancholy madness” for £5*down 
and a further £5 on completion of the cure. The catalogue 
of the exhibition (price 2s. 6d.), with an introduction by Mr. 
L. M. Payng, assistant librarian, Royal College of Physicians, 
gives further details. 
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REMITTENT INSULIN-INSENSITIVE 
DIABETES 


BY 


RONALD WELLS, M.B., B.Sc., M.R.C.P., D.T.M.&H. 
Department of Medicine, General Hospital, Singapore 


Following total pancreatectomy the adult human 
requires about 60 units of insulin a day (Young, 1951), 
but this figure is probably less than the actual daily 
insulin secretion because the operation also presumably 
diminishes the production of glucagon—a_hyper- 
glycaemic hormone secreted by the alpha cells of the 
islets of Langerhans. Many diabetics actually require 
much more than 60 units of insulin daily to keep them 
in good health, and Bornstein and Lawrence (1951) and 
Bornstein (1953) have shown that some diabetics have 
normal serum insulin levels. In such cases diabetes is 
probably due to insulin insensitivity rather than to actual 
insulin deficiency per se, but the mechanism of this 
insensitivity is not yet clear. A number of hormones 
are known to counteract the hypoglycaemic effects of 
insulin, and it is possible that the endocrine secretions of 
the anterior pituitary, thyroid, and adrenal glands, and 
of the alpha cells of the pancreas, may each be involved 
to varying degrees in different cases. Several physio- 
logical and pathological processes are known to be asso- 
ciated with decreased insulin sensitivity, including 
puberty, pregnancy, thyrotoxicosis, infection, and 
metabolism in a high carbohydrate diet. In some cases, 
however, there seems to be no obvious cause for the 
observed fluctuations in insulin requirements. 

A number of diabetics are seen in Singapore who 
exhibit this fluctuation to an extreme degree. Some of 
these patients require over 200 units of insulin daily for 
a period, though later their insulin requirements may fall 
to zero. The following eight cases are striking examples 
of this syndrome, and others have been observed. 


720 Units of Insulin Daily. Over 3 Years’ 
Complete Remission 


A 52-year-old Malayalam taxi-driver was admitted to 
hospital on April 18, 1954, with a history of a cough for 
five months, and fever, polyuria, weakness, loss of weight. 
and excessive thirst for six weeks. He was found to be a 
diabetic with gross cavitating tuberculosis of the right upper 
lobe. His sputum contained acid-fast bacilli and his urine 
showed sugar and acetone. A glucose-tolerance test revealed 
a fasting blood sugar of 215 mg./100 ml., rising to 270, 332, 
384, and 316 mg. at half-hourly intervals. Treatment was 
begun with streptomycin and isoniazid, and he was con- 
trolled on soluble insulin. The progress of his glycosuria 
and insulin administration is summarized in Fig. 1. It will 
be seen that ultimately 720 units of insulin were required 
daily to control his glycosuria. Later the insulin require- 
ments fell away to zero, and on February 14, 1955, a glucose- 
tolerance test showed a fasting blood sugar of 83 mg./ 
100 ml., rising to 120, 148, 170, and 154 mg. at half-hourly 
intervals, Meanwhile his pulmonary tuberculosis had also 
improved, and an arrangement that had been made in May, 
1954, to fly him to London for a right upper lobectomy 
was cancelled. Anti-tuberculosis therapy was finally stopped 
on November 2, 1954, at which time his sputum was nega- 
tive, his E.S.R. was 2 mm., and his chest x-ray film showed 
only mild residual fibrosis. 

This patient has remained fit and well, and has never had 
a recurrence of his diabetes or tuberculosis. He has 
weathered a number of other infections, including influenza 
and gastro-enteritis, without any complication. 


Case 1. 


Nov. 29, 1958 


Case 2. 360 Units of Insulin Daily. 22 Months’ Complete 
Remission 


A slim Ceylonese jeweller aged 46 had a cough for nine 
months and was admitted to hospital on April 23, 1954, in 
pre-diabetic coma. He was found to have bilateral cavitating 
tuberculosis, and a glucose-tolerance test showed a fasting 
blood sugar of 181 mg./100 ml., rising to 217, 290, 385, and 
363 mg. at half-hourly intervals. He was treated with 
insulin, streptomycin, isoniazid, and P.A.S. It was found 
that 360 units of insulin were required daily to control his 
diabetes, but after 12 days at this dosage his insulin require- 
ments slowly began to fall, and insulin therapy was finally 
stopped on July 11. A glucose-tolerance test was then 
normal. His tuberculosis continued to improve and anti- 
tuberculous drugs were stopped on February 15, 1955. In 
May, 1956, he began to have increased thirst and polyuria, 
and found that he had glycosuria. He has since remained 
a fairly stable diabetic, and for the last year has been well 
controlled on tolbutamide. 
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Case 3. 360 Units of Insulin Daily. 27 Months’ Complete 
Remission 

A 24-year-old Indian housewife was well until August, 
1954, when, in the 29th week of her first pregnancy, she 
noticed she had polyuria and felt very thirsty. Her urine 
was found to contain acetone and sugar, although at regular 
monthly checks these had previously been absent. A 
glucose-tolerance test showed a fasting blood sugar of 
394 mg./100 ml, rising to 450, 455, 478, and 491 mg. at 
half-hourly intervals. She was admitted to hospital for 
stabilization on insulin, and for two weeks required 360 units 
of insulin daily. Yet over the course of 10 days her insulin 
requirements fell to zero. The baby appeared to be large, 
and so labour was induced at 34 weeks. During and fol- 
lowing a normal delivery the patient’s blood sugar remained 
within normal limits and the baby’s fasting blood sugar after 
delivery was 52 mg./100 ml. The patient remained well 
and breast-fed her baby. She had no recurrence of diabetes, 
and regularly tested her urine without finding glycosuria 
until January, 1957. She was 
then in the seventh month of 
her second pregnancy and 
again had to have up to 360 
units of insulin daily. Her 
insulin requirements fell just 
before parturition, but this 
time she has had to continue 
on a small daily dose of 
insulin. 


Case 4. 400 Units of 
Insulin Daily. One Year’s 
Complete Remission 

52-year-old Chinese 
noticed the gradual onset of 
increased thirst, general weak- 
ness, and polyuria. He was 
found to have sugar and ace- 
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Fic, 1.—Insulin administration with related urinary findings and hypoglycaemic attacks (Case 1). rising to 480, 512, 520,and 520 
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mg. at half-hourly intervals. 
The patient was § ft. 4 in. 
(163 cm.) tall and weighed 244 
Ib. (110.7 kg.). He was in- 
structed to take a low carbo- 
hydrate slimming diet, and 
was stabilized on 400 units of 
insulin daily as an out-patient. 
His weight remained constant. 
and he was therefore admitted 
to hospital, and maintained 
on a slimming diet of 1.000 
calories. There was an imme- 
diate reduction in his insulin 
requirements to 80 units a 
day, and as he lost weight his 
requirements gradually fell to 
zero. A glucose-tolerance test 
then showed a fasting blood 
sugar of 107 mg./100 mi.. 
rising to 121, 148, 172, and 
168 mg. at half-hourly inter- 
vals. He was discharged 
weighing 208 Ib. (94.3 kg.) and 
kept at that weight for about 
a year. His weight then rose 
again and his diabetic symp- 
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toms recurred. He refused 
to slim again, and is now 
symptomatically controlled on 


Fic. 2.—Insulin administration with related glucoie-tolerance tests and menses (Case 7). 
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Case 5. 240 Units of Insulin Daily. 38 Months’ 
Complete Remission 

A 42-year-old Cantonese washerwoman presented with 
polydipsia, loss of weight, general weakness, pruritus vulvae, 
and polyuria in December, 1953. There was no evidence 
of infection. Her urine contained sugar and acetone, and 
a glucose-tolerance test showed a fasting blood sugar of 
405 mg./100 mL, rising to 436, 472, 506, and 512 mg. at 
half-hourly intervals. She was controlled on insulin, and 
for five months her requirements remained stable at 240 units 
daily, She then suddenly began to have severe hypo- 
glycaemic reactions and insulin administration was stopped. 
No glycosuria occurred, and six days after being well con- 
trolled on 240 units of insulin daily a glucose-tolerance test 
showed a fasting blood sugar of 88 mg./100 ml., rising to 
121, 148, 164, and 160 mg. at half-hourly intervals. She 
remained well without treatment for 38 months, and periodic 
urine sugar tests were always negative. Then in September, 
1957, she gradually developed diabetes again, and has since 
been well controlled on tolbutamide. 


Case 6. 320 Units of Insulin Daily. Partial Remission 


A slim 31-year-old Gurkha policeman had a sudden onset 
of increased thirst and polyuria associated with a common 
cold. He was found to have sugar and acetone in his 
urine, and a glucose-tolerance test showed a fasting blood 
sugar of 163 mg./100 ml., rising to 192, 232, 226, and 
196 mg. at half-hourly intervals. His cold subsided in three 
days and he was stabilized on insulin, ultimately receiving 
320 units daily for a period of 91 days. For no apparent 
reason his requirements then fell to 10 units a day and he 
was well controlled on this dose for six weeks. Eventually 


his requirements slowly rose to 240 units daily. He is now 
well controlled on tolbutamide. 
Case 7. 480 Units of Insulin Daily. One Month's 


Complete Remission 


A 16-year-old Franco-Pakistani schoolgirl noticed the 
onset of increased thirst and polyuria three weeks before 
she was admitted to hospital on October 6, 1953. She had 
no evidence of -infection. Her menses began five years 
previously and were regular and normal. She had acetone 
and sugar in her urine, and a glucose-tolerance test showed 
a fasting blood sugar of 275 mg./100 ml., rising to 320, 370. 
370, and 362 mg. at half-hourly intervals. The progress 
of her diabetes is summarized in Fig. 2. It will be seen that 
she required 480 units of insulin daily at one period, and 
later had two remissions before finally becoming a stable 
diabetic requiring 140 units of insulin a day. She has 
remained stable on this dosage, and is now a very fit student 
of economics in London. Her menses were not related to 
the fluctuations in her insulin requirements. 


Case 8. 280 Units of Insulin Daily. Three Complete 
Remissions, One of Over 3 Years 


A Dutch business man aged 63 was admitted to hospital 
in July, 1953, because of an acute exacerbation of gout. 
Although he had suffered from gout for 30 years he had 
apparently never been treated with colchicine. He was 
therefore tried on the drug and his gout quickly improved. 
However, he developed glycosuria, and a glucose-tolerance 
test showed a fasting blood sugar of 168 mg./100 ml., rising 
to 186, 224, 210, and 195 mg. at half-hourly intervals, His 
diabetes was controlled on 240 units of insulin a day, but 
after six weeks at this dosage his insulin requirements began 
to fall and insulin administration was stopped in November. 
1953. His urine remained sugar-free until March, 1954, 
when, following another exacerbation of gout and subsequent 
colchicine therapy, he was again observed to develop 
diabetes. On this occasion he required 280 units of insulin 
daily for two weeks, and then his insulin requirements gradu- 
ally fell and stabilized at 80 units daily. He then went to 
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South Africa for a holiday, and in August, 1954, apparently 
had a mild coronary thrombosis followed by a severe hypo- 
tlycaemic attack. A glucose-tolerance test was reported to 
be normal and his insulin administration was stopped. On 
returning to Singapore in September his urine was confirmed 
to be sugar-free. However, in November he again developed 
acute gout, took colchicine, and developed diabetes. A 
glucose-tolerance test on this occasion showed a fasting blood 
sugar of 176 mg./100 ml., rising to 195, 220, 224, and 
210 mg. at half-hourly intervals. His diabetes was con- 
trolled on 80 units of insulin daily for five weeks, and then 
for the third time his insulin requirements fell to zero. 

It was thought possible that his attacks of diabetes might 
be related to his colchicine therapy, and he was therefore 
started on probenecid. This has been successful, and since 
May, 1955, he has never had severe gout, insulin, or 
glycosuria. 

Discussion 

The eight diabetic cases described above each required 
over 200 units of insulin daily for more than seven con- 
secutive days. In every case this period of insulin insensi- 
tivity was temporary, seven patients later having complete 
remissions, and one (Case 6) requiring only 10 units of 
insulin a day. 

Diabetes mellitus insensitive or resistant to insulin is 
apparently uncommon in Europe and North America. In 
Joslin’s very large experience of diabetes he records seeing 
up to 1952 only 20 patients who required over 200 units of 
insulin a day Joslin, Root, White, and Marble, 1952); and 
Smelo (1948) found records of only 29 such cases in the 
world literature up to 1940, and another 25 cases in the 
subsequent English literature up to 1948. Yet in Singapore, 
| have observed 38 diabetics in the past five years who each 
required 200 or more units of insulin on at least four con- 
secutive days, and it is not uncommon to find that diabetics 
here require over 100 units of insulin daily for long periods. 
The average insulin requirements of 165 diabetics in Singa- 
pore, selected only to exclude advanced pulmonary tuber- 
culosis or incipient diabetic coma, was found to be 57.5 
units a day (Tan and Wells, 1957), and, although no com- 
parable figures are available, this seems likely to be higher 
than the average for diabetics in Britain. If this is so, one 
explanation may be that a higher proportion of the diabetics 
in Singapore fall into the older arteriosclerotic non-ketotic 
insulin-insensitive group, well described by Himsworth 
(1936) and Lawrence (1951). 

To some extent the incidence of this type of diabetes may 
be genetically determined, as inferred by the findings of 
Lister, Nash, and Ledingham (1951). Another possible ex- 
planation is that most of those who developed insulin- 
sensitive ketotic diabetes in Singapore prior to 1945 died 
during the Japanese occupation because of the insulin 
shortage, producing a relative scarcity of this type of diabetic 
in Singapore at the present day. Conversely, the non-ketotic 
insulin-insensitive diabetics for whom insulin administration 
was not essential may actually have been benefited by the 
food shortages of the occupation which forced them to have 
restricted diets. 

It has been suggested that the finding of insulin insensi- 
tivity may sometimes be false, owing to deterioration of the 
insulin used (Palmer, 1948). In the Tropics this possibility 
always has to be considered ; but investigations in Singa- 
pore, including comparative assays in some of the cases 
reported above using insulin preparations specially flown 
here straight from the factories, have not shown any evi- 
dence of deterioration in the Singapore insulin stocks, even 
when these were at their recommended expiry dates. 

Over-enthusiastic insulin administration may sometimes 
result in confusion between maximum insulin tolerances and 
optimum insulin requirements. It was the practice, how- 
ever, in the management of the cases reported here, to keep 
the insulin administered so far as possible at the minimum 
which would adequately control the patient’s glycosuria (cf. 
Fig. 1). 
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Remissions in diabetes of the duration and degree reported 
here appear to be rare in the literature, but Joslin et al. 
(1952) have commented that “remissions of the disease are 
common when the exciting cause for onset is removed and 
prompt aggressive treatment, soon after the onset of diabetes 

. is instituted.” In Cases 1, 2, and 6 above, the exciting 
cause seems to have been infection. In Case 3 diabetes 
developed in the seventh month of pregnancy on two occa- 
sions, and in Case 8 the onset of diabetes seemed on three 
occasions to be related to episodes of gout treated with 
colchicine. In the remaining three cases, however, no 
exciting cause for the onset of diabetes was found. 

Experience in Singapore certainly confirms that if 
diabetics are rapidly stabilized on soluble insulin, raising 
the total dose each day by one-fifth to one-third of the 
previous day’s dose until no more than a trace of glycosuria 
is present, it is very common to find some degree of remis- 
sion reflected by reduction in the daily insulin requirements. 
Such “aggressive” treatment inevitably results in occa- 
sional attacks of hypoglycaemia, but full insulin coma is 
rare if the insulin dosage is reduced at the first sign of hypo- 
glycaemia and is thereafter kept at the minimum dose which 
controls the glycosuria. Where insulin is given hesitantly, 
the dosage being increased slowly, and particularly when 
full control of the glycosuria is never achieved, it is most 
unusual to obtain a remission. The chance of obtaining 
a complete remission seems worth the risk of an occasional 
hypoglycaemic attack, and personal experience of the latter 
is a valuable addition to a diabetic’s education. 

Experience with these cases, however, confirms that 
patients should be warned, “once a diabetic, always a 
diabetic.” Although in the cases here reported there have 
been complete remissions for 38, 27, 22, and 12 months, all 
the patients have relapsed except Cases 1 and 8, who have 
had remissions of over three years. These two patients are 
still regularly testing their urines for sugar, despite naturally 
increasing optimism. 

Before the introduction of carbutamide and tolbutamide, 
diabetics of the type reported here always presented difficult 
problems in management. In hospital it was possible to 
adhere to the “aggressive” scheme of treatment described, 
but when the patient was discharged the rapid fluctuation 
in insulin requirements still necessitated daily consultation 
and adjustment of the insulin dosage. In some cases the 
patients learnt to adjust their own dosages safely, and others 
telephoned for advice every morning before taking their 
insulin. There appeared to be no advantage in giving 
several injections of soluble insulin daily, and so, once they 
were over the severe phase in hospital, most of these 
patients gave themselves a single injection of protamine- 
zinc insulin each morning. 

It is now apparent that many of these patients can be well 
controlled on tolbutamide instead of insulin, and the oral 
treatment has the great advantage that the dosage required 
seems to fluctuate only slowly and over a small range. Now 
that a high proportion of Singapore diabetics are receiving 
tolbutamide therapy it is unlikely that many more of these 
insulin-insensitive cases will be recognized here. A few 
diabetics, however, have been observed to have remissions 
while on tolbutamide, and it may be that they would have 
been insensitive to insulin. 


Summary 


A diabetic syndrome is described in Singapore, 
characterized by marked insulin insensitivity and 
periods of complete or partial remission. During these 
remissions the patients may sometimes remain fit and 
well, with no glucosuria for long periods, without insulin 
administration or any other treatment for diabetes. 
Eight examples of this syndrome are reported, and 
others have been observed. It is suggested that the 
insulin requirements of diabetics in Singapore tend to 


be higher on average than those in Britain, and that this 
may be partly due to selective elimination of insulin- 
sensitive diabetics in Singapore during the Japanese 
occupation. 


I am grateful to Professor G. A. Ransome for permission to 
publish the case reports of those patients who were admitted 
under his care. 


REFER 


Bornstein, J. (1953). Diabetes, 2, 23. 

~—— and Lawrence, R. D. (1951). Brit. med. J., 1, 732. 

Himsworth, H. P. (1936). Lancet, 1, 127. 

Joslin, E. P., Root, H. F., White, P., and Marble, A. (1952). Tie Treat- 
ment of Diabetes Mellitus, 9th ed. Kimpton, London. 

Lawrence, R. D. (1951). Brit. med. J., 1, 373. 

Lister, J., Nash, J., and Ledingham, U. (1951).. Ibid.. 1, 376. 

Palmer, L. J. (1948). Proc. Amer. Diabetes Ass., 8, 110. 

Smelo, L. S. (1948). Ibid., 8, 75. 

Tan, B. Y., and Wells, R. (1957). Proc. Alumni Ass. Malaya, 10, 240. 

Young, F. G. (1951). Brit. med. J., 2, 1167. 


SEVERE INSULIN LIPODYSTROPHY AS 
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Abnormal reactions in subcutaneous fat to injections of 
insulin have been recorded since its discovery. Such 
reactions have been termed “ lipodystrophy,” and should 
not be confused with the so-called “insulin lumps ~ 
which usually result from improper injection technique. 
Lipodystrophic reactions have been classified thus : 

(a) Lipo-atrophy—the usual type of abnormal re- 
action, the incidence varying from 33% (Yohalem and 
Pollack, 1949) to 55% (Paley, 1953) of an adult diabetic 
population receiving insulin. 

(b) Lipohypertrophy—a less common complication in 
adult diabetics, the incidence ranging from 3 to 6.5%. 
An example of lipohypertrophy is shown in Fig. 1. 

Joslin et al. (1952) state that insulin lipodystrophy is 
a harmless complication, since no important structures 
are damaged, and it is annoying solely on account of 
the cosmetic effect. Other workers believe that these 
lesions in the subcutaneous fat may influence the absorp- 
tion of insulin. Lamar (1950) suggests that insulin 
“resistance and increased insulin dosage are more 
frequent in atrophic lipodystrophies, apparently resulting 
from continuously impaired absorption. He suggested 
that “ brittleness’ is more frequent in the hypertrophic 
nodular type, where insulin absorption from one or 
more depots may at times be added to the current dose, 
with the production of severe hypoglycaemic symptoms. 

At the diabetic clinic at Leeds General Infirmary a 
number of diabetic patients with severe lipo-atrophy 
have had great difficulty in finding a suitable sub- 
cutaneous site for insulin injections. Diabetic control 
has been poor, and on changing injections to a site 
where fat was normal, such as the abdomen or buttocks, 
they have experienced hypoglycaemic attacks. Clinically 
it appeared that the injected insulin was utilized more 
efficiently from the normal sites, but, as they were out- 
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patients at the time, all the factors influencing insulin 
absorption and utilization were not strictly controlled. 

Diabetic patients exhibiting moderate to severe lipo- 
atrophy as defined previously (Paley, 1953) were 
examined with respect to stability of diabetic control. 
Of 53 such patients, 28% were classed as unstable 
(as defined by 
Fryers, Paley, and 
Tunbridge, 1954). 
The total  inci- 
dence of unstable 
patients at the 
diabetic clinic at 
Leeds General In- 
firmary was 17°.,. 
Superficially it 
would appear that 
patients with lipo- 
atrophy have a 
greater incidence 
of instability, but 
statistically the 
difference is not 
significant. 

The evidence 
would suggest 
that lipo-atrophy 
is not a major 
cause of insta- 
bility in diabetics, but in view of its frequency it seemed 
necessary to investigate whether it is a contributing fac- 
tor. To test this hypothesis, six patients, each showing 
marked lipo-atrophic changes at the insulin injection 
sites and each a known unstable diabetic, were admitted 
to the diabetic annexe, Pinderfields General Hospital. 

The disease had been present for more than five years 
in each patient, and they had been under careful super- 
vision in the past. 


Fic. 1. 


-Lipohypertrophy in Patient F. R. 


Method 


The patients, all females, were observed during an initial 
period lasting from 4 to 10 days. During this period they 
were maintained on their accustomed dose and type of 
insulin. No change was made in the site of injection. 
whether this had been into the atrophic or normal fat 
areas. No effort was made to improve the diabetic control 
during the study and there were no changes in insulin 
dosage. Although there was great variability in blood- 
sugar values observed, confirming the unstdble nature of 
the disease, no hypoglycaemic attacks occurred and there 
was no ketosis. 

Diet and exercise were rigidly controlled. The insulin 
dosage was checked and insulin was injected by a nursing 
sister or a doctor. Times of meals and times at which 
blood sugar was measured were the same throughout the 
experiment. Capillary blood was used throughout for 
blood-sugar determinations, and was estimated by the 
method of Hagedorn and Jensen (Harrison, 1937). 

Three anatomical regions for injection were selected 
namely, (a) intramuscular, (b) normal fat. and (c) atrophic 
fat. Each patient received injections in each anatomical 
area for one week. The sequence of areas for injection was 
randomized according to the accompanying Table. 

The blood sugar was estimated at 8 a.m., 11.30 a.m., 
3.30 p.m., and 9 p.m. The values were then analysed to 
demonstrate a difference in the time of day for the 
occurrence of high or of low blood sugars. This daily 
pattern of variations was obtained by plotting the mean 
deviation from the daily mean at specified times of the day 
for each patient from the three different anatomical sites. 
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The experimental design was described by Crump (1952) 
and further elaborated by Fryers e# al. (1954) and Paley 
(1954). The statistical treatment is one of analysis of 
variance (Fisher, 1946). 


Injection Site 


Patient 

1 2 3 
E.P. a b 
M.C a c b 
M.B. b a c 
L.W. b c 


Injection regions: (a) intramuscular, (b) normal fat, (c) atrophic fat. 


Similarly, three female patients with severe lipohyper- 
trophy were investigated under these experimental con- 
ditions. In this group, insulin injections were merel) 
alternated at a week's interval between the hypertrophic 
areas and normal fat. 


Results 

Analysis of the blood-sugar estimations in the six female 
patients with lipo-atrophy shows no statistical difference at 
any time of the day for two patients, D.B. and L.W. (Chart 
for D.B. is shown in Fig. 2, A). Although significant differ- 
ences in mean blood-sugar levels are encountered in the 
other four patients, no definite pattern of response emerges. 

Thus a significant depression of blood sugar is observed 
at fasting level when patient E.P. receives the insulin into 
an atrophic area (Fig. 2, B); whilst a significant depression 
of mean blood-sugar levels is observed at 9 p.m. in patient 
M.C. when the results from both intramuscular injection 
and those from atrophic area are compared with the re- 
sponse from injection into normal fat (Fig. 2, C). 

Conversely. a significant depression of mean blood sugars 
at 9 p.m. is observed in the normal and intramuscular sites 
when compared with the atrophic area for patient M.B 
(Fig. 2, D). As if to emphasize the completely random 
nature of these results, patient H.S. shows a significant 
depression at 9 p.m., when the results from injections into 
normal fat are compared with intramuscular injection and 
also those into atrophic fat areas (Fig. 2, E). 

When the results from the three patients with hyper- 
trophic lipodystrophy are analysed two patients show no 
significant difference between the mean blood-sugar levels 
at any time of the day for injections into the hypertrophic 
and normal fat areas. The two curves for each patient are 
almost identical. Patient F.R., with severe hypertrophic 
lipodystrophy, was first maintained by injections into 
normal fat during the pre-investigation period: the first 
experimental area was also normal fat. 

Although marked intra-daily variations of mean blood 
sugars were observed from injections in this site, no hypo- 
glycaemic symptoms developed. The second experimental! 
area was the hypertrophic fat. Here a significantly lower 
mean blood sugar was observed at fasting level with insulin 
injections into the hypertrophic areas. and slight hypo- 
glycaemic symptoms were noted on the last two nights of 
the trial in this area (Fig. 3). 


Discussion 

Lipodystrophy has usually been considered a harmless 
complication of diabetes, and it was Lamar (1950) who 
first suggested that alterations in insulin absorption may be 
influenced by both atrophic and hypertrophic lipodystro- 
phies at the sites of injection. Only scanty references to 
this topic can be found in the literature—those by Auber- 
tin (1954) and Davis (1955)—although it appears to be a 
common clinical impression that insulin is “ absorbed ” 
more efficiently from normal fat than from an area showing 
lipodystrophy. 

A direct comparison of a group of patients with severe 
lipodystrophy and a group with no lipodystrophy did show 
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to suppose that this experimental design could help to solve 
the problem of insulin absorption from lipodystrophic sites. 

This study has shown that injection of insulin into 
atrophic fat sites does not appear to alter diabetic control 
and, similarly, that intramuscular injections of insulin do 
not cause an increased variation in blood-sugar levels. 
Instability in diabetic patients therefore appears to be 
entirely independent of the site of injection of the insulin. 

Similarly, in the three patients with hypertrophic lipo- 
dystrophy no fixed pattern of blood-sugar levels emerged. 
In only one patient did a significantly lower blood-sugar 
level occur when insulin was injected into the hypertrophic 
area. If this effect is due, as Lamar (1950) suggests, to the 
occasional flooding of insulin from these hypertrophic 
depots, then it is surprising that this phenomenon occurred 
only once in the whole study. It is more likely that this 
solitary episode of hypoglycaemia was entirely independent 
of the site of insulin injection. 


Summary 


Six unstable diabetic patients with severe atrophic 
lipodystrophy and three patients. with severe hyper- 
trophic lipodystrophy were studied to ascertain whether 
insulin lipodystrophy was a factor in their instability. 

The experimental design was an adaptation of one 
used in insulin therapeutic trials, and each patient acted 
as her own control. 

No pattern of significant differences was observed in 
the blood-sugar curves obtained from different injection 
sites, and therefore lipodystrophy cannot be regarded 
as a cause of diabetic instability. 

In view of the belief that intramuscular injections of 
insulin cause tissue necrosis, it is of interest that no 
untoward effects occurred from such injections given for 
four to seven days. 


We thank Dr. J. Adler and his assistant for the blood-sugar 
estimations, and the ward sisters, dietitian, and patients for their 
willing co-operation in these trials. We also thank Professor 
R. E. Tunbridge for permission to study his patients. 
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The considerable educational activities of the National 
Association for Mental Health are summarized in its latest 
Annual Report for the Year 1957-8. Its longest-established 
course is for school medical officers and is on the ascertain- 
ment of educationally subnormal children and mental defec- 
tives. Recent changes in the school health services and in 
the general approach to mental deficiency pointed “ to a re- 
orientation of the course as a whole,” but agreement on the 
precise nature of it in future has not yet been reached. 
Various refresher courses have also been held, and a new 
project was a residential course on “ Mental Health in the 
Public Health Field.” It was held in April this year, and 
was attended by ten medical officers of health from the 
north of England. Students who came from overseas to 
attend the courses included two from Malta and one from 
Trinidad who on returning to their own countries will set up 
entirely new services for the mentally handicapped. Courses 
for chaplains in mental and mental-deficiency hospitals were 
found to be useful in enabling doctors and chaplains to dis- 
cuss problems of concern to both. 


CONTAMINATION OF OPERATING- 
THEATRE AIR WITH CL. TETANI 


BY 

E. J. L. LOWBURY, D.M. 
AND 

H. A. LILLY, F.LM.L.T. 


From the Medical Research Council Industrial Injuries and 
Burns Research Unit, Birmingham Accident Hospital 


Cases of post-operative tetanus have been attributed by 
Robinson, McLeod, and *Downie (1946) and by Sevitt 
(1949) to dust-borne contamination. Both reports imply 
that such contamination of dust was probably excep- 
tional, in one hospital because of its nearness to grazing 
pastures, in the other because of the use of plaster hair 
in repairs to the theatre suite ; and in both reports it is 
suggested that these risks would be reduced by improve- 
ments in theatre hygiene, including the use of plenum 
ventilation with filtered air. 

A recent study in this hospital (Lowbury and Lilly, 
1958) has shown that Clostridium welchii could be 
isolated from the air at most times, and that. these 
organisms are apparently carried into the hospital with 
outdoor air; a plenum-ventilated dressing station 
showed significantly smaller numbers of Cl. welchii. In 
this paper we report a study on the incidence of airborne 
Clostridium tetani. It shows that small numbers of 
Cl. tetani could be found usually in the street and often 
in the exhaust-ventilated theatres ; but none were found 
in a dressing station which was plenum-ventilated with 
filtered air. A simple technique for the recognition of 
toxigenic Cl. tetani is described. Some results of 
examination of dust, soil, faeces, and burns for 
Cl. tetani are also reported. 


Methods 


Sampling 

Bacterial samples from air were collected with a large slit 
sampler (Bourdillon, Lidwell, and Thomas, 1948), and 
sometimes also by settle plates, on to nutrient gelatin (20%), 
which was then melted at 37° C. and distributed into bottles 
of cooked-meat broth. These, in most of the tests, were 
heated at 65° C. for 30 minutes before incubation ; in later 
tests the gelatin itself was heated before addition to the 
cooked-meat broth. After four days’ incubation and again 
after 12 day’s incubation at 37° C., Gram-stained films of 
the cultures in cooked-meat broth were carefully examined 
for terminal spore-bearing bacilli. When these were present 
the culture was examined by the methods described below 
for the presence of Cl. tetani. 

Samples of faeces and soil were inoculated in cooked- 
me. broth, which was heated at 80° C. for 10 minutes 
beiore incubation. Road dirt, hospital dust, and burn 
swabs were inoculated in cooked-meat broth, which was 
heated at 65° C. for 30 minutes before incubation. Gram- 
stained films were examined, as above, after four days’ and 
after i2 days’ incubation. 


Isolation and Recognition of Cl. tetani 

Cultures in cooked-meat broth showing terminal spore- 
bearing bacilli were subcultured by wire loop to the water 
of condensation in Fildes (1925) slopes. After anaerobic 
incubation in a Mackintosh and Fildes jar for 48 hours, the 
slopes were examined with a hand lens. If a characteristic 
fine filamentous swarming edge of growth was present, it 
was subcultured to a second Fildes slope; swarming 
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growth on this slope, after two days’ incubation, was sub- 
cultured to cooked-meat broth. All bacilli with round 
terminal spores were found to swarm in this manner on 
Fildes slopes. Cooked-meat subcultures were incubated for 
four days, examined for purity in Gram-stained films, and 
tested as follows. 

(iy Pairs of mice were given injections at the root of the tail 
of 0.2 ml. of culture to which 2.5% calcium chloride had been 
added immediately before the injection; one mouse of each pair 
had received an intramuscular injection of 3 units of antitoxin 
24 hours and again one hour before the injection of culture. 

(ii) Tubes of sugar media (glucose, maltose, lactose, sucrose, 
and salicin) containing strips of iron were inoculated and ex- 
amined for evidence of fermentation after incubation at 37° C. 
for five to seven days. 

(iii) Loeffler’s inspissated serum slopes were inoculated, incu- 
bated anaerobically for five days, and examined for evidence of 
digestion. 

(iv) Blood-agar plates (with 4% agar), one half of which had 
previously been spread with 0.1 ml. of undiluted therapeutic tetanus 
antitoxin, were inoculated in corresponding positions on both 
sides with the cultures of presumptive C/. tetani; a straight wire 
was used for the inoculation. Nine cultures and a positive control 
could be tested on one plate. After two days’ anaerobic incuba- 
tion at 37° C., the plates were examined for growth and for 
haemolysis inhibited by antitoxin. 

Terminal spore-bearing bacilli were described as toxigenic 
CL. tetani if, after 18 hours, they had killed or caused tetanic 
spasms in an unprotected but not in a protected mouse. 
None of the organisms which gave these reactions were 
found to ferment any of the sugars or to digest a serum 
slope. On the antitoxin-controlled blood-agar plate—an 
adaptation of the Nagler plate test (see Lowbury and Lilly, 
1955 ; Lilly, 1958)}—toxigenic strains of Cl. tetani, including 
11 reference strains from the National Collection of Type 
Cultures, caused good zones of haemolysis on the side 
without antitoxin, but no haemolysis on the antitoxin- 
treated side of the plate (see Fig.). 


Diagnostic Value of the Antitoxin-controlled Blood-agar Plate 
(* Bench Mouse ”’) 

Fifty strains of terminal spore-bearing bacilli from air 
subcultured from Fildes slopes were tested both in mice and 
by the antitoxin-controlled blood-agar plate test, or “ bench 
mouse.” All of these strains killed or caused tetanus in 
unprotected mice, and showed haemolysis only on the side 
of the plate without antitoxin. One strain was positive in 
the mouse only on a second test, the first having failed to 
cause tetanus or to kill the unprotected mouse; it was 
retested because the “ bench mouse” was positive. 

Haemolytic strains of streptococci (20 each of groups A, 
C, D, and G), of Cl. welchii (20) and of aerobic spore- 
bearing bacilli (20) were tested and found to cause haemo- 
Ivsis on both sides of the plate. 


No antitoxin. Antitoxin. 


“ Bench mouse ” examined by transmitted light (on left) and by reflected light (on right). 
The right half of the blood-agar plate was spread with tetanus antitoxin before 10 strains 
of Cl. tetani were spotted in corresponding positions on the two sides. After two days’ 
anaerobic incubation there was growth on both sides, but haemolysis only on the side 


with no antitoxin. 


No antitoxin. 


In view of the identical results obtained by the two 
methods of testing, we relied on the “bench mouse” for 
recognition of Cl. tetani in the later part of this study. 


Air Samples Examined 

Samples were taken in the exhaust-ventilated operating 
theatre on 14 days, in the plenum-ventilated dressing station 
of the burns unit on 8 days, and in a covered road outside 
the hospital on 9 days. The ventilation system of the 
dressing station (Bourdillon and Colebrook, 1946) had 
Vokes “kompak” and “multivee” filters in series. 
Samples of approximately 690 cu. ft. (19.5 cubic m.) (30 
minutes’ sampling) were taken. On six days four such 
samples were taken in each of the three environments. To 
obtain some idea of the numbers of Cl. tetani present, the 
gelatin was well mixed after melting and added in four lots 
each of 15 ml., 7.5 ml., 3.25 ml., and (road samples only) 
1.6 ml. to cooked-meat broth. In the other samplings the 
entire contents of the gelatin plates—that is, 30 minutes’ 
sampling yield—were added to cooked-meat broth. We 
also examined a series of cultures representing replicates of 
32, 16, 8, 4, and 2 minutes’ sampling in each environment. 

For 23 consecutive days we exposed for periods of six 
hours settle plates of gelatin for Cl. tetani and of a selective 
medium for Cl. welchii (Lowbury and Lilly, 1955) in the 
theatre and in corridors. 


Results 


Cl. tetani in the Air of Operating Theatre, Dressing Station, 
and Road 

Table I shows the results of sampling for 30 minutes in 
each of these three environments on a number of occa- 
sions. Cl. tetani was isolated from 24 out of 27 samples 
taken in the road, from 33 out of 50 taken in the operating 
theatre, and from none of 23 taken in the plenum-ventilated 
dressing station. 

Table II shows the cumulative results of sampling air 
from all three environments on each of six days by a semi- 
quantitative technique. Again the air from the road is 
shown to yield Cl. tetani more often than air from the 
operating theatre, and none were found in the dressing 
station. The probable number of Cl. tetani in these 
samples cannot be assessed with accuracy. When the 
Poisson series is applicable, 30% of samples fertile would 
imply the presence of a mean number of 0.3567 organisms 
per sample (Fisher, 1946). Approximately 30% of air 
samples of 345 cu. ft. (9.77 cubic m.) from the operating 
theatre and of air samples from the road of 86 cu. ft. 
(2.43 cubic m.) contained Cl. tetani. This gives some indi- 
cation of the range within which counts of Cl. tetani might 
be expected to fall; it is clearly much lower than the counts 
of Cl. welchii in the same operating theatres (usually 
between 5 and 25 per 100 cu. ft. (1.76 and 8.82 per cubic m.) 
of air). There was some support for 
these findings in the results of settle 
plate culture; 18 out of 23 settle 
plates from the theatre yielded 
Cl. welchii, but none of the 23 com- 
parable settle plates examined for 
Cl. tetani was positive ; 4 out of 15 
settle plates from a busy corridor did 
yield Cl. tetani. 

The distribution of Cl. tetani in air 
was irregular ; when different volumes 
were examined on the same day, some 
samples of 690 cu. ft. (19.5 cubic m.) 
yielded no Cl. tetani, but occasionally 
a sample of 46 cu. ft. (1.3 cubic m.) 
was positive. The only day on which 
no samples from the operating theatre 
yielded Cl. tetani was one of con- 
tinuous rain. The highest proportion 
of positives was found in dry weather. 
Cl. welchii was previously found to 
vary with weather in the same way 
(Lowbury and Lilly, 1958). 


Antitoxin. 
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Taste I.—Cl. tetani in Samples of Air (690 cubic feet—19.5 cubic 


metres) 
| Samples al 
Place | Yielding ota Days 
Cl. tetani | Samples 
Road 24089%) 27 9 
Operating theatre (exhaust-ventilated) 33 (65%) 
Burns dressing station (plenum-ventilated) 0 


Taste Il.—Cumulative Results of Sampling for Cl. tetani on Six 
Davs sin Road, Operating Theatre, and Dressing Station 


Proportion of Samples Yielding Cl. tetani 
Medium | =| te | In Exhaust-venti- | In Plenum-venti- 
Tested ft ‘Cubic Road lated Operating lated Dressing 
| ™ m. Theatre Station 
15-0 (345 9-77 | 1124 724 024 
75 172-5 488 | 1024) 124 0 24 
3-25 | 86-25 | 2-44 | 6/24 024 024 
1-625 | 43-125; 1-22 | 08 


Small numbers of air-borne C/. tetani were found in the 
environment of another city hospital and of a hospital in a 
rural district. The air of an operating theatre in the latter, 
which was ventilated by open windows, also yielded 
Cl. tetani. 

Other Reservoirs of Cl. tetani 


Cl. tetani was isolated from 6 out of 7 samples of garden 
soil, 5 out of 5 samples of ward floor dust, 5 out of 6 
samples of street dust, 8 out of I1 trouser turn-ups of 
laboratory staff, and 10 out of 35 specimens of human 
faeces. It was not found in any of the 273 swabs from 
burns which we examined. 


Discussion 

These studies show that very small numbers of Cl. tetani 
could usually be found in the air of a city hospital ; since 
rather more of these organisms were found in the air out- 
side the hospital and none at all in a dressing station venti- 
lated with filtered air, it appears that contamination was 
introduced from outside, and was drawn into the operating 
theatre by exhaust ventilation. The same source of 
Cl. welchii and exclusion of that organism by plenum ven- 
tilation with filters have been described elsewhere (Lowbury 
and Lilly, 1958). 

In spite of the regular isolation of Cl. tetani from air in 
these studies, tetanus has not occurred in any patient 
following an operation in this hospital during the past nine 
years. The risk of clinical infection from the small numbers 
of Cl. tetani which we found in the air must therefore be 
extremely remote. From the data presented by Robinson 
and others (1946), it seems that post-operative tetanus may 
result from an increase in the amount of environmental con- 
tamination with Cl. tetani. On the other hand, the rarity 
of tetanus may simply reflect the sparsity of tetanus bacilli 
in the environment. It would be useful to know what degree 
of contamination with Cl. tetani is found in theatres in 
which patients are known or thought to have contracted 
post-operative tetanus. Spores of Cl. tetani can germinate 
and produce toxin in tissues only under special and, perhaps, 
exceptional conditions. Although tetanus may follow 
trivial injury (see Press, 1948), it is nevertheless a rare 
sequel even of severe lacerated wounds in unprotected 
patients, and tetanus following rectal operations is a rarity 
in spite of the relatively frequent presence of Cl. tetani in 
human faeces. As in the case of gas gangrene, we may 
suppose that self-infection by faecal tetanus bacilli is a pos- 
sible source of post-operative infection (particularly in ab- 
dominal surgery), but, as such cases sometimes occur in 
small outbreaks, infection from the environment is perhaps 
more important. 

The functions of plenum ventilation in operating theatres 
are (1) to remove staphylococci and other organisms 
liberated in the theatre, and (2) to exclude dirt and bacteria 
from air admitted to the theatre. The latter, as our studies 
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have shown, include Cl. tetani, and Cl. welchii, which can 
be effectively kept out by cotton-wool and fibre filters in 
series. 


Summary 


Samples of approximately 690 cu. ft. (19.5 cubic m.) 
of air from an exhaust-ventilated operating theatre, a 
plenum-ventilated dressing station, and the road outside 
the hospital were examined for tetanus bacilli. These 
were sparsely present in 24 out of 27 examples from the 
road and 33 out of 50 samples from the operating 
theatre; none were found in 23 samples from the 
dressing station. 

Cl. tetani was found also in all specimens of hospital 
floor dust, in trouser turn-ups of laboratory staff, and in 
10 out of 35 human faecal specimens ; it was not found 
in any of 273 swabs from burns. 

These findings are discussed in relation to the occur- 
rence and prevention of post-operative tetanus. 

A simple plate technique (the “ bench mouse ™) for 
the recognition of toxigenic Cl. tetani is described and 
illustrated. 


We thank Mr. W. Cater, A.1.0.T.T., for assistance in air sampl- 
ing: Dr. R. E. O. Williams for suggestions on the collection of 
samples; the clinical director, surgeons, and nursing staff of ‘this 
hospital for their co-operation; and Mr. R. Gill for the photo- 
graphs. 
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AND 
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Guy's Hospital, London 


Several investigators have shown that the usual methods 
of laundering do not effectively reduce the bacterial con- 
tamination of blankets (see Blowers and Wallace, 1955). 
This unsatisfactory state of affairs is tolerated only 
because of the great practical difficulties in devising a 
method of laundering which is cheap, effective, and 
adaptable to normal laundry procedures. 

We were recently asked to report on the bacterio- 
logical efficiency of laundering blankets at Guy’s Hos- 
pital. In the course of this work it was noted that the 
standard of cleanliness achieved was much better than 
expected as judged by reports in the literature and by 
previous observations by one of us (C. G. A. T.) in a 
similar investigation at another hospital. 

It has been suggested that our findings may be of in- 
terest to others who are concerned with laundry hygiene. 
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Materials and Methods 


Laundry Methods Used for Blankets.—Blankets were 
washed in a Tullis washing-machine fitted with interrupter 
gear. The machine was filled with 80-100 gallons (360- 
450 litres) of soft water (0° H) at a temperature of 100° F. 
(37.8° C.) to which was added 4 oz, (120 g.) of “Crex”* 
and 8 oz. (240 g.) of “sulphanol T” paste.t Twenty 
blankets were washed on each occasion. The washing 
process lasted 10 minutes and was followed by two rinses 
each of 100 gallons (450 litres). Immediately after the second 
rinse excess moisture was removed from the blankets by 
means of a Broadbent 36-in. (90-cm.) hydro-extractor. The 
blankets were then transferred to another floor of the 
laundry and dried by air at 180° F. (82° C.) for 45 minutes 
in a Broadbent heated tumbler. They were then stored in 
a secluded part of the laundry on wooden racks under cover 
of clean cotton sheeting. 

Source of Blankets.—Samples were taken on eight separate 
occasions at intervals from October, 1957, to April, 1958. 
Blankets arriving in the laundry from medical and surgical 
wards were taken at random and compared with blankets 
which had been laundered on the previous day and which 
were awaiting issue to the wards. 

Method of Sampling—The sweep-plate technique was 
found to be satisfactory. The blanket to be tested was held 
flat on a horizontal surface and six to-and-fro sweeps were 
made over a distance of 1 ft. (30 cm.) with an inverted Petri 
dish. A duplicate sample was then taken from another part 
of the blanket. The medium employed was nutrient agar 
containing 0.01% phenolphthalein diphosphate. After in- 
cubation at 37° C. for 18-24 hours counts were made of 
(a) total colonies, and (4) colonies of Staph. aureus. Colonies 
of Staph. aureus were recognized when colonies of typical 
appearance gave a bright red colour when the plate was held 
over a bottle of strong ammonia (Barber and Kuper, 1951) : 
when necessary the identity was confirmed by means of the 
slide coagulase test. 

Studies on Antibiotic Sensitivities——These were performed 
using Evans’s “ sentest ” tablets. 

Studies on Air-borne Contamination.—Settle plates were 
used to measure the air contamination in different parts of 
the laundry during normal working conditions. Plates of 
nutrient agar were exposed for known periods of time, and 
after incubation for 18-24 hours counts were made of total 
organisms and Staph. aureus. The results were expressed 
as organisms falling on 1 sq. ft. (0.093 sq. m.) per minute. 

For studying the passage of air currents through laundry 
machinery Serratia marcescens was used as a marker organ- 
ism. Heavy aerosols of this organism were produced from 
a broth culture by means of an atomizer, and the resulting 
distribution of the organism was then studied : air con- 
tamination was measured by means of settle plates; dry 
blankets were sampled by the sweep-plate technique ; wet 
blankets were sampled by pressing the blanket directly 
against the nutrient medium ; and various parts of the inside 
and outside of laundry machinery were sampled by means 
of swabs moistened with nutrient broth. 

Smoke produced by exposure of titanium tetrachloride 
was used for detecting the predominant air currents under 
different conditions of ventilation. 


Results 

Table I shows the results of a series of counts taken over 
a period of six months for blankets arriving dirty in the 
laundry compared with counts after the laundry processes 
were complete. 

Evidently the laundering processes greatly reduce the 
population of both total organisms (95.7% are removed) and 
Staph. aureus (98% are removed). It should be noted, 


*A preparation of ‘sodium sesquicarbonate manufactured by 
Imperial Chemical Industries Ltd., designed to produce mildly 
alkaline conditions. 

tAn anionic detergent based on sulphonated fatty alcohols sup- 
plied by Skilbeck Bros. Ltd. 
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TaBLe I.—Comparison of Blankets Before and After Cleaning 


Before Cleaning | After Cleaning 
No. of blankets sampled << = 100 100 
Total No. of organisms isolated a 47,818 2,034 
Total No. of Staph. aureus isolated .. 1,085 22 
Staph. aureus isolated expressed as a 
percentage of the total organisms .. 2-3 1-1 
No. of blankets yielding Staph. aureus 87 is 


however, that even with the small number of organisms 
(2,034) isolated from the laundered blankets in the above 
experiments no fewer than 22 colonies proved to be Staph. 
aureus, and that 15 out of 100 laundered blankets were con- 
taminated with this organism. In separate experiments in 
which samples of fluff from freshly laundered blankets were 
collected on culture plates sown with Staph. aureus there 
was no evidence that the blanket fibres inhibited the growth 
of this organism. 

The sensitivities of 50 colonies of Staph. aureus isolated 
from dirty blankets were compared with those of 50 Staph. 
aureus isolated during the period of this survey from patients 
in the wards. The results are shown in Table II. It will 
be seen that the two groups of organisms show a similar 
sensitivity pattern. 


IIl.—Comparison of the Sensitivities of Staph. aureus 
Isolated from Blankets and from Patients 


Staph. aureus ‘aph. aureus 
Antibiotic from blankets | = Patients 
% resistant | % resistant 
Chloramphenicol . . 6 8 
Tetracycline 32 36 


The results of air studies in this particular laundry were 
largely negative, in the sense that, although air contamina- 
tion occurred at various stages in the laundering process, 
no significant recontamination of blankets could be detected. 

Settle plates exposed to the air in the room in which 
incoming articles were sorted showed, as expected, that the 
air was heavily contaminated: it was usually found that 300- 
600 organisms were falling on | sq. ft. (0.093 sq. m.) per 
minute. On the other hand, in the room used for storing 
the laundered blankets the air was relatively clean, and, at 
a period of maximum activity when blankets were being 
issued only 23 organisms were falling on 1 sq. ft. (0.093 
sq. m.) per minute. 

Experiments with aerosols of Serratia marcescens made 
it possible to study air-borne contamination of blankets 
during the various laundering processes, but in fact no 
important contamination was noted. For instance, although 
large volumes of air were drawn into the hydro-extractors 
there was no evidence that this caused significant contamina- 
tion of the blankets inside. Similarly, though the hydro- 
extractors themselves produced a moderate increase in air 
contamination, this was of no account, since this contamin- 
ated air had no access to that part of the laundry in which 
the blankets were finally dried and stored. 


Discussion 

The results of laundering blankets in the way here de- 
scribed compare favourably with the results of many other 
accepted methods. One factor causing a fall in bacterial 
counts may be the use of sulphonated fatty alcohols as the 
cleansing agents, since the other procedures involved are in 
common use in many large laundries. However, the methods 
described are not ideal, since large numbers of organisms, 
including Staph. aureus, can still be isolated from the freshly 
laundered blankets. As suggested by Frisby (1957), the 
ultimate solution of the problem presented by hospital 
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blankets may be the replacement of woollen blankets by 
blankets made of some material which can withstand boiling 
and other rigorous laundry procedures. 

When considering laundry hygiene, attention should not 
be directed solely to the process of washing. It is clearly 
important to see that freshly washed articles are not recon- 
taminated. 

In sorting dirty articles of clothing in a laundry it is usual 
for air contamination to reach high levels. Again, large 
laundries have powerful appliances which by design or 
accident draw in large volumes of air and then expel dust 
or aerosols into the environment. Obviously it is important 
that this contaminated air should not have access to regions 
of the laundry where freshly laundered articles are exposed. 

By very simple methods—exposing plates to the air 
during normal working conditions, producing artificial con- 
tamination with aerosols of an easily recognizable organism, 
and studying the prevailing air currents with smoke—it is 
possible to detect these sources of contamination. 

We cannot generalize on the steps which should be taken 
to remove such sources of contamination, since these will 
largely depend on the layout of individual laundries. How- 
ever, it seems likely that quite simple alterations in ventila- 
tion or the resiting of machinery or sorting-rooms and store- 
rooms will usually improve the hygiene of laundries where 
these defects still exist. 


Summary 

Hospital blankets are often contaminated with patho- 
genic organisms which are not removed by accepted 
methods of laundering. 

A simple method of laundering blankets is described 
which, though not ideal, appears to give better results 
than many of the methods in current use. 

In planning methods of laundry procedure it is impor- 
tant to guard against air-borne re-contamination of 
freshly laundered articles. 

We acknowledge the help received in the course of this in- 
vestigation from Mr. H. Besser, the laundry manager at Guy’s 
Hospital. 
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Medical Memorandum 


Agranulocytosis with Thrombocytopenia following 
Chlorothiazide Therapy 


Chlorothiazide (6-chioro -7-sulphamyl- 1,2,4- benzothiadi- 
azine-1,1-dioxide), an orally effective non-mercurial diuretic 
agent, has been employed extensively both in hospital and 
in general practice during the past year. This drug is be- 
lieved to be free of toxicity, and the only side-effects observed 
occasionally have been mild gastro-intestinal disturbances. 
One case with a maculopapular rash and pruritus has been 
noted by C. K. V. van Dommalen (1958, personal com- 
munication) following the use of chlorothiazide, but no 
other toxic manifestations have been published. It is there- 
fore worth recording a case of fatal bone-marrow dysplasia 
following treatment with chlorothiazide. 


Case REPORT 


A man aged 70 was admitted to hospital with a history 
of having collapsed in the street four weeks previously. He 
had been treated with digoxin and chlorothiazide at home 
for acute congestive cardiac failure due to hypertensive heart 
disease. The total amount of chlorothiazide administered 
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was 25 g. over a period of 13 days. He had received no 
other drugs, and there was no history of occupational 
exposure to chemicals or radiation. He was transferred to 
hospital after four weeks’ treatment because of the develop- 
ment of delirium and incontinence over the previous two 
days. On admission he was found to be mildly confused, 
with a generalized maculopapular and purpuric rash over 
the face, trunk, and extremities. A pyrexia of 100.4° F. 
(38° C.), mild congestive cardiac failure, left hydrothorax, 
and a strongly positive Hess test were noted. There was 
no enlargement of lymph nodes or spleen. Tendon jerks 
in the lower limbs were absent and proprioception and deep 
sensation lost. Next day his condition deteriorated, he 
became mildly jaundiced, and there was further extension 
of the rash. He died six days after admission. 

Investigations.—On his admission there was a normocytic 
normochromic anaemia with haemoglobin of 10.1 g. per 
100 ml., and 3,000 white cells per c.mm. (lymphocytes 97%, 
monocytes 3%). Examination of two blood films revealed 
only a single eosinophil polymorph, and, although a few 
of the lymphocytes were atypical, no primitive forms were 
seen. The Paul—Bunnell test and W.R. and Kahn tests were 
negative. Two days later the white cells numbered 900 per 
c.mm. (neutrophil polymorphs 14%, lymphocytes 73%, 
monocytes 10%, atypical cells 3%). The neutrophil poly- 
morphs stained histochemically showed a high alkaline 
phosphatase content. Platelets were 76,000 per c.mm., and 
E.S.R. 44 mm. in one hour (Westergren). Blood urea was 
140 mg. per 100 ml., serum bilirubin 1.8 mg. per 100 ml., 
and thymol turbidity 4 units. 

The direct Coombs test and Schumm’s test were negative. 
Electrophoresis of the plasma proteins showed an increase 
in @ globulin. Serum electrolytes were: sodium 133 mEq/1.. 
chloride 94 mEq/I.. and potassium 3.9 mEq/l. Examin- 
ation of the pleural fluid showed a simple transudate con- 
taining fresh blood. 

The cause of the antecedent heart failure was confirmed 
at the post-mortem examination as being due to dilatation 
of a hypertrophic left ventricle. There was extensive pur- 
pura in the skin, the white matter of the brain, and the 
intestine. The bone marrow was replaced macroscopically 
by fibro-gelatinous tissue, and histological examination of 
that obtained from the sternum, lumbar vertebral body, and 
shaft of the femur showed it to be very hypoplastic. Myelo- 
cytes and some metamyelocytes were seen, but mature 
granulocytes were scanty. Erythropoiesis was normal or 
only slightly depressed. There was a relative increase of 
plasma and reticulum cells and a great increase in free iron. 
The number of megakaryocytes present in the marrow had 
also strikingly increased. 


COMMENT 


It is impossible to avoid the conclusion that the marrow 
disturbance in this case was due to an idiosyncratic reaction 
to chlorothiazide. The dosage of chlorothiazide was high 
but not excessive. The maculopapular element of the rash 
had the familiar characteristics of a drug eruption, and the 
purpura was linked with a severe thrombocytopenia. The 
combination of a low platelet count in the peripheral blood 
with large numbers of megakaryocytes in the marrow is the 
antithetical phenomenon that has been noted by Weisfuse 
et al. (1954) in the case of quinidine. The agranulocytosis, 
which was almost complete at one stage, is a frequent find- 
ing in this type of reaction, and the patient had not been 
exposed to any other potentially toxic material. 


We thank Dr. H. E. S. Pearson who was in charge of this 
case, and Dr. P. Darby for the histological reports. 


A. J. ZUCKERMAN, M.B., B.Sc., 
House-physician. 
A. A. CHAZAN, M.B., Ch.B., 
Senior Registrar in Clinical Pathology. 
Whittington Hospital, London. 
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Reviews 


ROLE OF THE SOCIAL SCIENTIST 


Medical tA Theory, Scope, and Method. By Norman 
G. Hawkins, B .. Ph.D. (Pp. 290+xx. Sls.) Springfield, 
Illinois: Charles C. Thomas. Oxford : Blackwell Scientific 


Publications. 1958. 


When asked (soon after a divorce) what she thought of men 
Miss Hedy Lamarr is reported to have said: “ Men are fine, 
love is fine ; it’s marriage I'm a little disappointed in.” If 
one were asked about the possible contribution of the social 
sciences to medicine one would be tempted similarly to 
reply: “ The social sciences are fine, but social scientists are 
sometimes a little disappointing.” And the reasons, one 
would suggest, have their origin in their attitude to the 
natural sciences ; they have at once too much respect and 
too little knowledge. As a result they have taken the 
methods of the natural sciences but not their standards, 
whereas it would have been preferable to have taken the 
standards but not the methods. 

The theme of Medical Sociology is the role of the social 
scientist in medicine. His field, it is suggested, comprises 
“social epidemiology, the study of cultural factors and 
social relations in connexion with illness, and the social 
principles in medical organization and treatment.” His con- 
tribution to understanding of the aetiology of the disease 
is illustrated by reference to specific diseases: ‘* Any social 
scientist who wishes to discuss tuberculosis intelligently must 
first disabuse himself of the notion that infection is the pre- 
dominant aspect of the disease.” ‘ Demography, compara- 
tive cultural studies, research in family and occupational 
experience, and physiological evidence, all indicate strongly 
that the two diseases [schizophrenia and tuberculosis] are 
associated with dissolution of the supportive cultural matrix 
and consequent severe or prolonged stress.” “The bene- 
ficial effect of milk on stomach ulcer evidences lack of 
emotional satisfaction as the cause of the ulcer.” (If the 
last—a quotation from another source—is intended to be 
funny it is written with a very straight pen.) Although 
quoted out of their context these three examples are fairly 
representative of the style and content of this book, which 
can only make the reader with a biological background 
more than ever doubtful about the contribution to be ex- 
pected from social scientists to medicine. What is least 
satisfactory about their approach is the confidence with 
which they answer difficult questions, before we know the 
answers to much simpler ones. 

T. McKeown. 


ULCERATIVE COLITIS 


Ulcerative Colitis. By Harry E. Bacon, B.S.. M.D.. Sc D., 
LLD., F.A.C.S., F.A-P.S. With contributions by Paul T. 


Carroll, B.S.. M.D., and Leroy W. Krumperman, M.D. 
(Pp. 395 + xix; illustrated. £6.) Philadelphia and Montreal : 
J. B. Lippincott. 1958. 


The author of this monograph has had a large experience 
of ulcerative colitis, for he has treated more than 400 
patients with the disease during the past 16 years. Although 
a surgeon, he believes that the majority of patients with 
ulcerative colitis are best treated by conservative means, 
and he himself operated on just over one-quarter of his 
patients, In other words, his approach to the disease is 
not narrowly surgical, and the first half of the book is 
devoted to a consideration of aetiology, pathology, sympto- 
matology, diagnosis, complications, and non-surgical treat- 
ment. This part of the book is an excellent review which 
every doctor interested in the disease could read with 
pleasure and profit. It is always interesting for a physician 
to observe the comments of a surgeon on medical forms of 
treatment, and Dr. Bacon survives the test well, although 
it must be remarked that few specific types of medical treat- 
ments have been tried under sufficiently stringent conditions 
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for scientifically valid results to emerge, so that their use 
depends upon opinion rather than fact. There is a view, 
widely held in Britain but even more so in the U.S.A., that 
ulcerative colitis is a psychosomatic disorder, so it is not 
surprising that formal psychotherapy is often regarded as 
the essential line of treatment. Dr. Bacon does not find that 
this approach has much to commend it, stating that “ our 
experience demonstrates unequivocally that psychotherapy 
has been entirely unsatisfactory.” He advocates that the 
clinician dealing with the organic side of the disease should 
himself serve in the capacity of psychiatrist, and he gives 
his views on the way that this can be done. 

The second half of the book is a detailed account of the 
surgical treatment of ulcerative colitis and the results 
obtained. The opening chapter, which deals with the indi- 
cations for surgery, is of general interest, and the author 
sets out his views with clarity and good sense. The remain- 
ing chapters are chiefly of interest to surgeons, as various 
operations are examined in detail. In so far as I, a physi- 
cian, am able to judge, these chapters are excellent in their 
way, even though in places the non-surgeon feels inclined 
to echo the sentiments of the little girl who wrote: “ This 
book teaches me more about penguins than I wish to know.” 
The author is in line with most other expert bowel surgeons 
in preferring to do a primary colectomy with ileostomy 
rather than carrying out ileostomy and subsequently pro- 
ceeding to subtotal or total colectomy. So far as the actual 
fashioning of the ileal stoma is concerned—a procedure of 
utmost consequence for the patient’s future health—it is 
interesting to note that he himself uses as a routine the 
everted, full-thickness type of stoma devised by Mr. B. N. 
Brooke, of Birmingham, England. It is also interesting to 
note that he considers that there are some patients in whom 
it is possible to carry out ileo-proctostomy very satisfac- 
torily and thus preserve normal defaecation, a procedure 
which Mr. S. O. Aylett has championed in this country, 
although many surgeons judge it to be an unsatisfactory 
operation. 

All in all, this monograph is one which can be com- 
mended to surgeons and physicians alike. 

S. C. TRUELOVE. 


A CENTRE OF CLINICAL INVESTIGATION 


Ward 4. The Mallinckrodt Research Ward of the Massa- 
chusetts General Hospital. By James Howard Means. (Pp. 
187+x; illustrated. 36s.) Cambridge, Mass.; Harvard 
University Press. London: Oxford University Press. 1958. 
This is the story of how the first of the modern whole-time 
professors of medicine at Harvard built, in 1924, a ten- 
bedded ward with three times its area of laboratories, and 
sc made possible one of the formative centres of clinical 
investigation. The book also discusses the nature of research 
and describes in detail the patients in the ward at one given 
moment; but it is mainly concerned with the results 
achieved. This part is very skilfully written—a; most read- 
able account which will open the eyes of every layman who 
has any interest in science. It gives clear descriptions of 
such complicated and muddling things as the interrelations 
between bone diseases, calcium metabolism, the para- 
thyroids, and kidney diseases which would also. clear the 
air for doctors. In short, there are few books better worth 
recommending to both lay and medical readers. But one 
of the chief medical interests of the book is what Dr. Means 
has to say about the morals of clinical investigation. He is 
a doctor in the best sense, and he faces honestly, and with 
a new constructive approach, the ethical problem involved 
n “subjecting patients to prolonged study both for their 
own benefit and that of others.”. He lifts the subject 
to the level of the concept of the active co-operation of the 
patient as a member of the team: “ indeed, patients no less 
than investigators have shown both loyalty and devotion to 
the cause of research.” The suggestions on how this may 
be done will be, to many doctors, the most valuable part 
of the book. It is a pity that the impression is conveyed 
that all research workers in the world were given in Ward 4 
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the opportunity which enabled them to establish themselves, 
and that every advance in medicine in the last thirty years 
has come from this one source, but those who have tried to 
write this sort of account will sympathize with the difficulty 
of distributing credits fairly without being maddeningly 
pedantic. 


CHARLES NEWMAN. 


MUSCULO-SKELETAL DISEASES 


Orthopedic Diseases. Physiology-Pathology-Radiology. By 
Ernest Aegerter, M.D., and John A. Kirkpatrick, jun., M.D 
(Pp. 602+xii; illustrated. 87s. 6d.) Philadelphia and 
London: W. B. Saunders Company, Ltd. 1958. 
The physiology, pathology, and radiology of a considerable 
number of diseases of the musculo-skeletal system are de- 
scribed. Many of the subjects considered in the greatest 
detail are those conditions which have attracted attention 
during the last quarter of a century. The authors make no 
pretence about any original observations, but have collected 
information from good papers, extracted the subject-matter 
suitable for their book, and illustrated it with excellent 
reproductions from well-chosen radiographs, It is essen- 
tially a book for postgraduates, who would look elsewhere 
for the clinical features of the disease, but they: will find 
lucid reading on the blood chemistry and pathology in this 
text. It is hardly surprising that the authors find it difficult 
to group some conditions, but it is unexpected to find non- 
osteogenic fibroma and solitary bone cyst in a chapter on 
circulatory disturbance, and all types of slipped epiphyses 
in the category of metabolic disease, although it is agreed 
that all or many are of unknown origin, and it does not 
appear that trauma is to be considered the only cause in 
any cases. Hamartoma seems to be a useful term to in- 
clude osteoma, enchondroma, and other suchlike conditions. 
There is plenty to study in this book, as chapters include 
congenital and developmental disturbances, abnormal vita- 
min, thyroid, and parathyroid function, as well as a large 
section dealing with many aspects of tumours of the skeleton 
and soft parts. Photomicrographs are well chosen and of 
good quality and size. The publishers have made this book 


very readable by the high standard of production of letter- - 


press and illustrations. 
St. J. D. Buxton. 


PSYCHOLOGY OF MEDICAL PRACTICE 


The Psychology of Medical Practice. By Marc H. Hollender, 
M.D. (Pp. 276+x. 45s. 6d.) Philadelphia and London: 
W. B. Saunders Company. 1958. 

Dr. Hollender claims that his book is “ grounded in psycho- 

analytical psychology,” but he has skilfully avoided the 

jargon of psycho-analysis in order to appeal to the general 
physician, surgeon, or practitioner. He has done his work 
well, and there is much sound advice and food for thought 
in these pages. He points out that to arrive at the correct 
clinical diagnosis is not always enough. The patient some- 
times has his own diagnosis, and if real peace of mind is 
to be achieved this must be uncovered and discussed. The 
patient will reveal his own ideas only when he feels assured 
of a sympathetic hearing. The author suggests that the 
patient wants two things from his doctor; relief from his 
symptoms and also the comfort of a kindly parent figure. 

The book is enlivened by suitable case histories and an 

admirable selection of quotations and aphorisms, old and 

new. “A patient has no more right to all the truth than 
he has to all the medicine in your saddle bags.” “ All slowly 
dying persons can be helped by the kindly physician.” 

This is a book which can be read with profit by all doctors 
interested in clinical medicine. It deals with the handling of 
many types of patients and their relations. The chapter on 


the use of medications is below the standard of its fellows. 
I would like to suggest two omissions which might well be 
in the chapter dealing 
“ Cancer 


remedied in a subsequent edition : 
with the cancer patient the organization of 
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Anonymous ” should be discussed ; secondly, although hos- 
pital routine is mentioned, it is worthy of much more con- 
sideration. It is a pity such a concise book of 276 pages 
should cost so much. 

C. A. H. Watts. 


In The Ministry of Pensions and National Insurance (pp. 162; 
Allen and Unwin, Ltd.; 18s.) Sir Geoffrey King, a former 
Permanent Secretary to the Ministry, gives an account of its 
organization and function. He describes its origins, the system of 
statutory authorities who decide claims and hear appeals, and the 
various pensions, benefits, and allowances administered by the 
Ministry. A chapter on reciprocity and international agreements 
is included. 


The proceedings of the first national congress of the Societa 
Italiana de Cancerologia, held in Milan on April 8 and 9, 1958, 
have been published in two parts in Atti della Societa Italiana de 
Cancerologia, a supplement to the journal Tumori (Casa Editrice 
Ambrosiana, Milan). The first volume is devoted to carcinoma 
of the breast, the second to cancer of the oesophagus. 


A Synopsis of Otorhinolaryngology, by J. F. Simpson, I. G. 
Robin, and J. C. Ballantyne, with a section on neurology of the 
ear, nose, and throat by C. H. Edwards, is a recent addition to the 
“* Synopsis "’ series published by John Wright and Sons, Bristol 
(pp. 443, illustrated; 1957; 42s.). It is designed primarily as a 
revision manual, having especially in view the needs of those 
studying for postgraduate examinations in oto-rhino-laryngology. 


Formula for Death, by Fernand Gigon (pp. 223, illustrated ; 
Allan Wingate, 15s.), is an account of the effects of the atomic 
bombing of Hiroshima and Nagasaki, with case histories of some 
of the victims who survived but later suffered from the delayed 
effects of nuclear radiation. It has been translated from the 
French by Constantine Fitz Gibbon. 


According to T. F. Schlaegel, emotional factors play a part 
in all conditions involving the eyes. In his Psychosomatic 
Ophthalmology, written in collaboration with M. Hoyt (pp. 523: 
Baillitre, Tindall and Cox, 1957; 88s.), he stresses the importance 
of the psychological investigation of ophthalmological patients. 
The book is divided into five sections, in which are discussed the 
role of psychiatric factors in disease, general conditions involving 
the eyes and about which psychological factors are known, dis- 
turbances of function and structure of the visual apparatus, 
ocular conditions without specific anatemical location, and the 
psychosomatic approach to treatment. 


The Chronically Ill, by Joseph Fox (229 pages; Vision Press, 
2Ss.), is based on the author’s experience over many years as 
administrator of a home for the aged and a small chronic-diseases 
hospital in the United States. He defines the chronic diseases and 
describes their emotional and psychological effects. Attention is 
paid to the sociological and economic effects of chronic illness, 
the types of care required, and what can, be done by way of 
rehabilitation. 


Collected Papers of the Mayo Clinic and the Mayo Foundation, 
Vol. 49, contains reprints and abridgments of papers published 
by workers at the Clinic and Foundation and received during 
1957. It comprises 30 papers reprinted in full, 86 abridged, 22 
in abstract form, and 608 by title only. The volume (827 pp.) 
is obtainable from W. B. Saunders Company, price 91s. 


Medical Electrical Equipment, written by 21 contributors under 
the editorship of Robert E. Molloy (pp. 312, illustrated ; George 
Newnes, Ltd., 35s.), provides information on the principles, opera- 
tion, care, and maintenance of electrical apparatus used in hos- 
pitals and clinics. It is intended for those who do not possess a 
deep knowledge of electricity. Full information is included on the 
elimination of possible dangers to staff and operators. 


Selected Papers from the Institute of Cancer Research: Royal 
Cancer Hospital, and from the Royal Marsden Hospital, Vol. 11 
(1956), comprises reprints of 98 papers published by the staff and 
research workers on all aspects of cancer research. 


The Handbuch der Neurosenlehre und Psychotherapie, edited 
by V. E. Frankl, V. E. von Gebsattel, and J. H. Schultz, is being 
published in parts at approximately monthly intervals by Urban 
and Schwarzenberg, Munich. When completed it will consist of 
five volumes each of 700-800 pages. Up to the present six parts 
have appeared. Single parts are not sold separately; the price of 
those so far published is D.M. 107. 
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Free to breathe again... 
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probably require No. 2 Compound Spray Solution, which is more potent and longer acting. 
‘Neo-Epinine’ Compressed Products, 20 mgm., are available in bottles of 25, 100 and 
500; ‘ Neo-Epinine’ No. 1 Spray Solution and No. 2 Compound Spray Solution each in 
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ADVERTISEMENT 


THE PROBLEM 
To obtain high blood 
levels of theophylline easily 


THE SOLUTION 
Oral ‘ Theodrox’ 


THE RESULT 
A full Therapeutic 
response 


‘ Brit. med. J. (1957) 2: 67 
* Ibid., page 74 


DOSAGE 


*Theodrox’ (Brit. Pat. 727831) is a 
registered Trade Mark of 
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Wilt! 


For oral aminophylline therapy to be fully effective it 

is necessary to give a*dose sufficient to produce high blood 
theophylline levels. However, because of gastric 

irritation vomiting often results. Alternative therapy with 
enteric coated tablets or suppositories is unreliable, 


and parenteral aminophylline is inconvenient. 


The combination of dried aluminium hydroxide gel and 
aminophylline in “Theodrox’ ensures full therapeutic 
response with the minimum of gastric upset. Reproduceable 
blood levels comparable with those obtained from 


intramuscular injection can be obtained. 


Recent work"? has shown that synthetic 
derivatives of theophylline are mostly unsatisfactory and 


all are more expensive. 


Each “Theodrox’ tablet contains 3 grains aminophylline 
and 4 grains dried aluminium hydroxide gel. 
*Theodrox’ is also available combined with } grain 


phenobarbitone where a degree of sedation is also required. 


ASTHMA:— two tablets, repeated in 2-3 hours if necessary to 
control paroxysm and dyspneea. For prophylaxis, one tablet 4 
times daily. 

DIVRETIC:— two tablets initially, then one or two tablets three 
times daily. 

ANGINA PECTORIS:— four to eight tablets daily. In suitable 
cases “Theodrox’ with Phenobarbitone tablets can replace some = 
or all of the “Theodrox’. 5 


PACKS:— Bottles of 25, 100 and 1,000 tablets. 
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KIDNEY TRANSPLANTATION IN 
IDENTICAL TWINS 


The immunological obstacles to a successful trans- 
plantation are probably much more severe with 
homografts of kidneys than with homografts of skin. 
A skin homograft will succeed if its recipient’s tissues 
can be induced to accept it. Although they can be 
made to do so in laboratory animals by taking advan- 
tage of the principle of immunological tolerance! *“— 
a principle which is known to apply to human beings 
—the problems of applying it in clinical practice have 
yet to be overcome. With kidney homografts, how- 
ever, there is the additional problem of making the 
graft accept its recipient, for the experimental work 
of W. J. Dempster*® * and of M. Simonsen’ on kidney 
homografts in dogs uncovered histological appear- 
ances which led to the bold inference that certain cells 
in the graft were reacting upon antigens present in the 
host.° “Graft-against-host” reactions have now been 
demonstrated experimentally by R. E. Billingham 
and L. Brent’ and by Simonsen,** and it is now 
widely believed that they are responsible for “late 
deaths” that occur when, for example, mice which 
have been given lethal doses of irradiation are 
protected by the injection of bone marrow cells taken 
from mice of different inbred strains.’’~'* 

The existence of these two obstacles, neither yet 
surmounted in clinical practice—the immunological 
reaction of host against graft and of graft against 
host—makes the future of kidney homotransplanta- 
tion look rather bleak. Over a period of thirteen 
years fifteen true homografts of kidneys have been 
attempted at the Peter Bent Brigham Hospital.'* 
Five of the homografts worked temporarily, and one 
lasted as long as five and a half months ; but in the 


Brit. med. J., 1955, 1, " 39. 
ee R. E., Brent, L., and Medawar, P. B., 
239, 357 
* Dempster, W. J., Brit. med. J., 1951, 2, 1041. 
‘ Brit. J. Surg.. 1953, a 447. 
Simonsen, M., 
Acta path. microbiol. 1953, 
® Brit. med. J., 1954, 1, 922. 
? Billingham, R. E., and Brent, L., Transplant. Buil., 1957, 4, 67. 
* Simonsen, M., Acta path. microbiol. scand., 1957, 40, 480. 
* Cock, A. G., and Simonsen, M., /mmunology, 1958, 1, 103. 
‘° Barnes, D. W. H., Ford, C. E., 
J. F., J. cell. comp. Physiol., 1957, 50, suppli. 1, 123. 
11 Trentin, J. J., Proc. Soc. - Biol. (N.Y.), 1956, 92, 688. 
12 Brit. med. J., 1958, 2, LISI. 


oft, an Jensen, F., and Jorgensen, K., 


13 Murray, J. E., Merrill, J. P., and Harrison, J. H., Ann. Surg., 1958, 148, 343. 
4 Hume, D. M., Merrill, J. P.. Miller, B. F., and Thorn, G.W., J. clin. Invest. 
1955, 34, 327. 


Phil. Trans. B, 1956, 


Iibery, P. L. T., Koller, P. C., and Loutit, 


1341 


end all failed. Nevertheless there is important sur- 
gical progress to report’: J. E. Murray, J. P. Merrill, 
and J. H. Harrison’* have recently summarized their 
experience with the transplantation of kidneys in 
seven cases in which the donors and recipients of the 
grafts were identical twins. Four of the patients had 
chronic glomerulonephritis, one had subacute 
glomerulonephritis, and two had chronic pyelo- 
nephritis. Six were in a terminal state of irreversible 
uraemia ; the seventh patient, a 14-year-old boy, was 
operated on because of the retardation of growth and 
psychological difficulties associated with the bilateral 
nephrostomies performed a year beforehand. Their 
respective donors, who were proved to be their 
identical twins by detailed blood matching and the 
reciprocal exchange of skin grafts, had fully normal 
renal function. Their willingness to sacrifice one 
kidney should not be passed over lightly: “ A major 
operation on a normal person, not for his own benefit, 
requires a brusque re-evaluation of traditional surgical 
thought. Is any risk, no matter how slight, ever 
justified ?’ But the immediate and long-term risks 
must not be exaggerated, for “a person with one 
kidney can have a normal life expectancy with normal 
renal function ; in fact, one in every thousand persons 
is born with only one kidney, often unknown to 
himself or his physician.” 

The kidneys were grafted not into the renal fossa, 
which has certain disadvantages, but into the iliac 
fossa, anastomosis being made between renal and 
hypogastric arteries and between renal and external 
iliac veins; the ureter was sutured to the bladder 
mucosa. One patient failed to develop renal function, 
and this was the only surgical failure. In most cases 
a copious outflow of dilute urine began before the 
operation was over. Four subjects, one operated on 
34 years ago, are essentially normal and have returned 
to ordinary life ; one has borne a child. A fifth died 
after four months as a result of the reappearance of 
her original disease in the transplanted kidney, and 
a sixth, though still alive eight months after operation, 
has developed ominous signs of impaired renal func- 
tion. The existence of a third independent example“* 
of the reappearance of the original kidney disease in 
a normal transplant gives added weight to the 
possibility that “there are factors in the circulating 
plasma capable of transmitting glomerulonephritis 
in the human.” 

These seven cases make a brilliant surgical record. 
They show that kidney transplantation in man can be 
a thoroughly successful surgical procedure, in spite of 
the unnatural environment and blood supply of the 
graft, its denervation, the interruption of lymphatic 
drainage, and the physiological trauma associated 
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with its removal. The procedure is at present appli- 
cable to the small but by no means negligible number 
of persons—about | in 180—who have identical 
twins. It is not of course applicable when the donor 
is someone other than the recipient’s identical twin, 
because of the intervention of the immunological 
factors mentioned .above. 

Much basic experimental work has still to be done 
on the use of renal homografts. We most urgently 
need to know, for example, if the immunological 
reaction of a kidney graft against its host can be in 
itself a sufficient cause of failure, even when the reac- 
tion of the host against the graft has been eliminated. 
if it were surgically feasible to transplant whole 
kidneys successfully in rats we should not have to wait 
long for an answer, for rats are available in inbred 
strains, and it is therefore easy to devise a situation 
in which the graft can react upon the host although 
the host cannot react upon the graft. If this approach 
is unworkable, it will be necessary to abolish the host 
reaction by x-irradiation or by the induction of 
tolerance. By one such means or another, it is most 
important that the question should be answered. 


INFLUENZAL PNEUMONIA 


The 1957 epidemic of influenza caused by the Asian 
variant of type A virus had several unusual features. 
It reached its height in Europe and the United States 
in the late summer and autumn instead of in the 
winter. Among very large numbers of cases most 
were uncomplicated, but when pneumonia developed 
it sometimes assumed a fulminating form, and in 
many, although not all, of the severe pneumonias the 
secondary infection was staphylococcal. A survey' 
by the Public Health Laboratory Service of 477 fatal 
cases of pneumonia during this period—in a majority 
of which influenza virus was demonstrated when it 
was looked for—showed that staphylococci were 
present in the lung and sputum of 62% of all cases, 
but in a higher percentage among children of school 
age and in a much lower percentage in old persons. 
A fulminating course, leading to death within two 
days of admission, was commonest in children of 
under 5, and least common after the age of 45. 
These findings cannot be compared directly with 
those of a further survey described in the opening 
pages of this issue by Dr. Neville C. Oswald, Dr. R.A. 
Shooter, and Mr. M. P. Curwen, although they agree 
in pointing to secondary staphylococcal infection as 
the most dangerous complication in this epidemic. 
This material consisted of 165 cases of influenzal 
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pneumonia in undergraduate teaching hospitals in 
London, of which 20 (12%) were staphylococcal, 
together with 135 cases of staphylococcal pneumonia 
occurring in other hospitals and in the armed 
Services. These two series enabled a searching 
comparison to be made between the features of 
staphylococcal and non-staphylococcal pneumonia 
during this epidemic. The mortality of the former 
was high in every age group, and not significantly 
greater in the elderly (33%) than in children (30%,), 
whereas in non-staphylococcal pneumonia it was 
small in every age group but the highest. In 
staphylococcal pneumonia consolidation was more 
extensive, 37% of patients having three or more zones 
involved, compared with only 19%, in the other cases. 
There were corresponding differences in the height 
and duration of the fever. The discussion of a 
separate category of gravely ill patients, possibly to 
be classified as examples of “ fulminating ” infection, 
is complicated by the inclusion of a further series of 
79 patients, making a total of 379 : there were in all 
132 such patients, of whom 76 (58%) died, and they 
included 71 (54%) with staphylococcal infection. 

Unfortunately the conclusions which can be drawn 
about the merits of different forms of treatment are 
less definite. Oswald and his colleagues discuss the 
indications for steroid therapy and tracheobronchial 
intubation, giving qualified approval to the former 
and granting that the latter may sometimes be 
advisable. Their material presumably afforded no 
certain information about the usefulness of 
staphylococcus antitoxin, old stocks of which are said 
to have been rapidly and unexpectedly consumed by 
enthusiasts for this form of treatment. None of 
these measures can compare in importance with 
chemotherapy, if effective chemotherapy is possible. 
This is precisely where reliable information ceases to 
be forthcoming. Owing to the frequency with which 
two or more drugs had been given, either together or 
successively, no valid conclusions could be drawn 
about the relationships between therapeutic response 
and antibiotic sensitivity as determined in vitro. This 
is not at all surprising: the more severe and acute an 
illness, the greater the urge to try every promising 
remedy, especially when a laboratory report suggests 
that some change is indicated. 

Although we are told nothing about the relative 
merits of different antibiotics in treating these 
patients, we are provided with highly significant 
information about’ the sensitivities of the 
staphylococci to them. It is very necessary to classify 
these organisms into those causing infections 
originating outside hospital and those likely or almost 
certain to have been acquired since admission, and 
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this was done in the survey of the Public Health 
Laboratory Service and in the series of Oswald and 
his colleagues. In the former the frequency of 
resistance to penicillin in home infections was 35% 
and in the latter 49%. For staphylococci from 
infections developing in hospital the corresponding 
figures were 70% or 100% (according to the duration 
of hospitalization) and 93%. There are corresponding 
differences in Oswald’s series for streptomycin 
and tetracycline, 62% and 74% respectively of 
presumably hospital strains being resistant to these 
antibiotics, compared with 12% and 22% of outside 
strains. The prospects of successful therapy with 
the usual antibiotics therefore seem to depend 
considerably on the circumstances in which the 
infection developed. Resistance was rare to both 
chloramphenicol and erythromycin, especially to the 
latter, and, since erythromycin is much the more 
active of these two antibiotics in this infection, it is 
probably the drug of choice. In a gravely ill patient 
with staphylococcal pneumonia, particularly if this 
has developed in hospital, it should be given 
forthwith, preferably by the intravenous route 
initially to achieve an immediate effect, without 
awaiting the results of sensitivity tests. Treatment 
with this drug, or with novobiocin, was in fact 
advocated by T. Simpson? on the basis of experience 
with 25 cases in this epidemic. Reluctance to use 
the later antistaphylococcal antibiotics for fear of 
acquired bacterial resistance may be commendable 
in dealing with minor sepsis, but to bring it into the 
argument in face of one of the most acute of medical 
emergencies -is to lose all sense of proportion. 


PRIVATE GENERAL PRACTICE 


The B.M.A. has consistently recognized the importance 
of maintaining and encouraging the existence of private 
general practice side by side with the general medical 
services provided under National Health schemes since 
1911 and 1948. The active Private Practice Committee 
of the B.M.A. is sufficient witness of this. Some old- 
fashioned socialists may hold up their hands in horror 
at the idea of two types of general practice being set 
up to meet the needs of a mythically conceived one type 
of human being. They admit—at least by their silence 

-the need for socialist Prime Ministers to have special 
private doctors, and for socialist Cabinet Ministers 
sometimes to take therapeutic advantages denied the 
rest of us. Even in an egalitarian world most men 
are less fortunate than some. Those who claim that 
the existence of two types of practice is wrong should 
be careful what they say if they imply—as they usually 
do—that private practice is better for the patient than 
public, State-provided, practice. The G.M.C. sees that 
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all doctors have a. minimum standard of medical 
education. Medical schools insist that the students they 
accept for training have a minimum standard of general 
education. In this way the public is safeguarded, and 
can check against a public Medical Register the claim of 
a man or woman to be a qualified practitioner of the 
healing art. Not all doctors so registered are equal in 
intelligence, ability, or even in moral standards, as the 
biannual meetings of the G.M.C. show. But at least 
they have a proficiency that has been tested, and a basis 
for developing fresh skills. 

For some doctors the idea of working in a State 
medical service is abhorrent. They fear the prospect of 
a third party coming between them and their patients. 
They dislike the bureaucrat and his forms, orders, and 
regulations. They would rather treat a patient free of 
charge than accept a price on his head. They are strong 
individualists. Out of such reactions arose the 
movement that found its leader in the late Lord Horder, 
who, while still a member of the B.M.A. Council, 
started the Fellowship for Freedom in Medicine. The 
majority of conformists in the N.H.S. probably dislike 
such untidy institutions, these assertions of individuality 
in the new society of deadly levellers. But for a sturdy 
nucleus the possibility of private practice means the 
possibility of private choice and decision and the 
possibility of rising by private initiative and effort, with 
the risk of falling by the wayside taken into full 
consideration. 

The cost of modern medical care being what it is. 
some 90% of the population must have some insurance 
cover for the risks of ill-health. For quite a number of 
people the N.H.S., however excellent it may be in many 
respects, falls short of what they want. No one, for 
example, would expect a busy man like the Prime 
Minister or the Leader of the Opposition in the House 
of Lords to queue up in a doctor’s surgery under the 
N.H.S. Just how far down the list of V.I.P.s_ this 
expectation evaporates no one has determined. (The 
art of V.I.P.-ship has yet to be written by Mr. Stephen 
Potter.) But, just as many people have insured under 
various provident schemes against the expense of 
private hospital treatment, so would many like to insure 
against the cost of treatment in private general practice. 
In its current Bulletin the Fellowship for Freedom in 
Medicine describes such a scheme now inaugurated by 
the British United Provident Association, and _ the 
benefits to be obtained under it. 

Any movement which fosters private practice should 
be encouraged. It is in line with B.M.A. policy. It 
takes account of the fact that some doctors and some 
patients dislike the regimentation unavoidable in a State 
scheme. And any increase in private practice will lessen 
the heavy burden now borne by the State and its 
compulsory taxpayers. Many general practitioners of 
first-rate ability much prefer to do their work in a 
State-provided service. They would be the first to take 
into account the fact that some of their colleagues 
would much rather enjoy the sense of freedom that 
goes with the private practice of medicine, however 
insecure the prospects may be. 
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HAZARDS OF POLLEN EXTRACTS 


The injection of antigens, especially pollen extracts, 
carries the risk of sudden death even when correctly 
given. The total number of deaths recorded in the 
medical literature following skin testing or treatment 
with antigens, dating back to 1911, when desensitization 
was introduced, hardly exceeds twenty,' but opinions 
differ on how often such cases are published. Some 
are known to have gone unrecorded. E. Bruun* 
collected five deaths following injections of antigens in 
Scandinavia in the “ past three or four years,” but had 
no deaths in his own clinic during fourteen years. W. T. 
Vaughan and J. M. Black® listed three cases of death 
and ten of constitutional reactions following injections 
of pollen extracts; they cited an investigation by 
Vaughan and D. M. Pipes,* who, on carefully question- 
ing fifty doctors attending a meeting of the American 
Medical Association, found that twenty-five had either 
personally observed or had heard of cases of allergic 
shock or death. 

F. F. Furstenburg and L. N. Gay,’ of the Johns 
Hopkins Hospital, found seventy-five constitutional 
reactions following 29,547 pollen injections, an incidence 
of 0.25%. They were unable to find any cause in one 
half of the fifty “ clinic group,” nor in two-thirds of the 
twenty-five “ private patients.” There were no deaths. 
Gay* writes that such reactions are encountered in spite 
of all precautions and will occur in any group so long 
as our present methods of treatment prevail—a view- 
point which is still unfortunately true. 

N. Hjorth’ has recently drawn attention to the 
instability of pollen solutions. He has shown that partial 
emptying of a vial (from 10 ml. to | ml. three to twenty- 
one days previous to testing) reduces the potency of the 
pollen antigen. Indeed, the last millilitre in a 10-ml. 
vial had approximately only the same potency as the 
first millilitre of a similar vial containing a tenfold 
lower concentration. Hjorth refers to the work 
previously carried out on tuberculin solutions, in which 
a similar effect had been attributed to adsorption on the 
glass surfaces. It was found that it could be eradicated 
by the addition of stabilizers, of which “ tween 80” was 
the most effective, addition of 0.005% being sufficient to 
prevent adsorption.** Hjorth recommends that, until 
the problem has been investigated and a suitable 
stabilizer tested, vials of antigen solutions should be 
discarded when they have been half emptied. This 
applies not only to solution used for hyposensitization 
but also to that used for skin testing 

Incorrect dosage and incorrect techniques increase 
considerably the risk of severe reactions. It is worth 
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emphasizing that a small-bore needle and a syringe suit- 
able for giving the exact dose are best used, and reading 
of the labels on the bottles needs to be exact. The 
plunger of the syringe should be withdrawn for an 
adequate time to be certain that the needle is not in a 
vein. Yet even with correct techniques constant care is 
necessary with each individual and with each injection. 
Pollen solutions vary, and it is worth taking special care 
when changing from a used bottle to a full one. The 
presence of a “ cold ” or other infection should always be 
inquired for before giving an injection, for infection will 
lower the patient’s threshold, and the dose should 
then be reduced or temporarily withheld.'° Most 
authorities are agreed that injections should be given 
subcutaneously and that both patient and doctor should 
look for any reactions. The development of a local 
reaction is an indication for lowering and not increasing 
the next dose.!°~!* 

Pollen injections undoubtedly help a reasonably high 
proportion of pollen-sensitive patients,'° and in expert 
hands constitutional reactions are uncommon, while 
death is a very rare occurrence indeed. However, before 
advising pollen hyposensitization for any patient, it is 
worth carefully assessing the severity of the hay fever 
or of the pollen asthma and perhaps trying a year of 
symptomatic therapy first. 


RESEARCH INTO TREATMENT OF TETANUS 


Tetanus is now usually treated in the clinic by giving a 
general anaesthetic, or barbiturate, or by injecting a 
neuromuscular blocking agent such as D-tubocurarine. 
These measures affect the respiration, D-tubocurarine 
causing paralysis. While they have been used with 
success, they impose a severe burden on the nursing 
staff, which must be highly skilled. The time for which 
treatment is required may be as long as three to four 
weeks. In consequence there is a need for a drug which 
can suppress the convulsions without interfering with 
respiration and without causing loss’ of consciousness. 
A useful start in this direction has been made by 
D. R. Laurence and R. A. Webster, who have described 
a method for examining drugs in rabbits.’ By injecting 
tetanus toxin into the gastrocnemius muscle of a rabbit 
they produced local tetanus, and they recorded the 
electrical activity resulting in the muscle. The spon- 
taneous activity which they observed was irregular, but 
they elicited bursts of activity by striking with a hammer 
the frame in which the animal was supported. The 
hammer hit the frame every minute, and the activity 
which resulted was measured. To decide on the testing 
procedure they studied the effect of two substances, 
mephenesin and thiopentone. Having waited until the 
tetanic activity was uniform during successive periods of 
five minutes, they injected the substance intravenously 
and determined the time for which the activity was 
suppressed. By using groups of rabbits, and determining 
the mean effect of each of two doses of a drug, they 
were able to work out a procedure for making a 
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quantitative comparison of one substance with another 
on the same rabbits. 

In a second paper* Laurence and Webster have 
described the application of this method to the four 
compounds chlorpromazine, thiopentone, betanaph- 
thoxyethanol, and mephenesin. They found that 
chlorpromazine was far and away the most active, the 
relative potencies being 266, 5, 3.8, and 1. By their 
method other derivatives of phenothiazine which they 
also tested came out as having potencies of the same 
order as chlorpromazine, with the noteworthy excep- 
tion of acetylpromazine, which was no less than 10 
times stronger than chlorpromazine. Promazine was 
about half the strength of chlorpromazine while pro- 
methazine was about one-third the strength. The authors 
say that clinical tests on acetylpromazine are in progress. 
The work has cbviously been done critically and with 
great care, and provides an elegant demonstration of 
how an effect which would seem very difficult to 
measure can in fact be measured by a_ proper 
application of the principles of biological assay. 


PHYSICALLY HANDICAPPED CHILDREN 


The number of children in special schools for the 
physically handicapped is not a direct index of the 
incidence of malformations and crippling diseases but 
of those grades of disorder which would prevent a child 
from benefiting by attendance at an ordinary school. 
Thus the persistent ductus arteriosus ligated in early 
childhood raises no educational problems; and most 
children with milder acyanotic congenital or rheumatic 
heart disorders attend ordinary schools. The term 
“physically handicapped” is but one of several 
categories of children needing special education: for 
instance, children with visual, hearing, and personality 
defects, epileptics, and the educationally subnormal all 
have places of their own in the educational system. The 
numerous children handicapped by respiratory allergy 
have been traditionally grouped apart under the quaint 
heading of “delicate.” There are two main reasons 
why chronic asthma might be accorded the status of a 
* physical” handicap: it causes an inordinate loss of 
schooltime, and the severely asthmatic older child, 
on the verge. of pulmonary heart failure, presents 
formidable problems of care and prognosis. 
Elsewhere in this issue W. T. Palmer and D. Pirrie 
(p. 1326) examine the reasons given in 1957 for the 
admission of London children to schools for the 
physically handicapped and compare their findings with 
those recorded in surveys carried out thirty years and 
seven years previously. The countrywide figures' show 
that physically handicapped children, in the strict sense 
used in this L.C.C. study, are about 10% of all the 
handicapped children who need special education. The 
experience of most school medical officers would be 
in accord with the findings in London. There has been 
a steep drop in the proportion of children with bone 
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and joint tuberculosis, and also of those with 
rheumatism and its cardiac complications. This 
decrease is even steeper when measured against the 
total school population, since the number of children 
in L.C.C. special schools has contracted from 4,061 in 
1928 to 1,325 in 1957. This itself is a measure of 
success in the prevention of two major diseases. By 
contrast, a far greater proportion of places in the special 
schools are now occupied by children with cerebral 
palsy, and there is a small increase in those with 
congenital heart defects, though these, with the after- 
effects of poliomyelitis, show a reduction in relation to 
the total school population. Progress has been made 
in other directions also, for the special schools now 
educate many severely handicapped children who would 
formerly have been kept in hospitals or at home. And, 
on the other hand, many children who are less severely 
handicapped are retained in the ordinary schools, or 
are quickly promoted back to the ordinary schools after, 
for instance, amputation. These are changes which 
have done much to help children overcome their 
disabilities. 

In London and other large urban areas most of the 
children with physical handicaps can attend day schools. 
Unfortunately in other parts of the country many of 
these children have to be placed in residential schools, 
because it would be impracticable to set up special day 
schools within reach of all the small groups. Another 
difficulty is the placing of children who have two or 
more handicaps: nation-wide pooling of resources leads 
necessarily to residential education for the majority of 
such children. Children with cerebral palsy may have 
such a multiplicity of defects—of locomotion, sensation, 
speech, hearing, intellect, and emotional adjustment— 
that their care requires especially complex provision. 
Here again the more densely populated areas have some 
advantage in convenience of organization. 


COAGULATION BY LIGHT 


A powerful new apparatus is now in use at Moorfields 
Eye Hospital, London, for the treatment of retinal 
detachment. It is a light coagulator which has been 
developed by Dr. Meyer Schwickerath, of Bonn, and 
is made by Zeiss. The principle is that of the burning- 
glass used to focus the sun’s rays to ignite wood. The 
source of light in this apparatus is an electric are 
enclosed in a quartz tube containing xenon gas under 
high pressure. This light is passed through an optical 
system of lenses and emerges via an ophthalmoscope 
mirror. The surgeon can direct a filtered portion of 
the full beam into the patient’s eye, and when it is 
accurately placed on the fundus lesion he can switch 
on the full beam for a fraction of a second. The normal 
refractive power of the eye focuses the beam on the 
retina and a minute retinal burn is produced. Several 
applications will seal off the area under treatment. 
The treatment is carried out under local anaesthetic, 
and the patient is aware of no more light than that of 
a battery ophthalmoscope. The absence of any surgical 
cutting, the accuracy, and the precise control of the 
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method make it useful in selected cases. It is at present 
confined to the treatment of retinal holes and thin 
areas not deeply detached, macular and central retinal 
holes, Eale’s disease and retinitis proliferans, retinal 
haemangiomata, small malignant melanomata, _ iris 
tumours, and optical iridotomy. 


THE LIVER AND DIABETES INSIPIDUS 


Although not usually regarded as one of the endocrine 
glands, the liver plays a major part in the hormonal 
control of the body by virtue of its capacity to inactivate 
and excrete most of the natural hormones. This parti- 
cular function of the liver has been intensively studied in 
relation to the metabolism of sex hormones,' but more 
recently it has been shown that the adreno-cortical 
steroids are treated likewise.* The retention of waier 
conspicuously shown by many patients with hepatic 
cirrhosis and less conspicuously by patients with acute 
hepatitis suggests that the hormones concerned in water 
metabolism might also be inactivated and prepared for 
excretion by the liver. At least two types of hormone 
are active in water and mineral excretion—the adreno- 
corticoids, exemplified by aldosterone, and the anti- 
diuretic hormone of the posterior pituitary—and there 
is conflicting evidence as to which is involved in the 
water retention associated with disease of the liver. The 
demonstration by Ralli and colleagues* that in acute 
hepatitis the urine contains an excess of some anti- 
diuretic principle directed attention to the posterior 
pituitary as the source, but subsequent work by J. J. 
Chart and E. S. Shipley* has shown that the main anti- 
diuretic component of the urine of such patients is not 
water soluble and is probably steroidal in character. 

A remarkable case recently reported from Hungary’ 
throws some further light on this problem. A young 
woman sustained a mild head injury resulting in concus- 
sion but no loss of consciousness. Some seven months 
later she developed typical diabetes insipidus and other 
signs of hypothalamic disorder, and her fluid intake 
reached 10 litres daily. Her diabetic condition progres- 
sively deteriorated until two months later, when she 
developed a typical attack of viral hepatitis. Her fluid 
intake and output fell dramatically and became stabil- 
ized at about | litre per day after three weeks, and at 
this level it has remained for the past four years apart 
from a temporary rise during a subsequent attack of 
scarlet fever. 

The sequence of events in this patient can leave little 
doubt that as a result of the head injury the function of 
the posterior pituitary became seriously impaired. The 
coincidence of the improvement of the diabetes insipidus 
with the onset of the viral hepatitis does suggest that 
antidiuretic hormone was being secreted by the pituitary 
but was insufficient, in the presence of normal hepatic 


1 Evans, J. M., et al., J. clin. Endocr., 1952, 12, 495. 
* Brown, H., Willardson, D. G., Samuels, L. T., and Tyler, F. H., J. clin. 
Invest., 1954, 33, 1524. . 

* Ralli, E. P., Robson, J. S., Ciarke, D., and Hoagland, C. L., ibid., 1945, 24, 

316. 
* Chart, J. J., and Shipley, E. S., ibid., 1953, 32, 560. 
* Hankiss J., N.Y. St. J. Med., 1958, 58, 2219. 
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inactivation, to control the renal output of water. As 
soon as this inactivation was impaired by the hepatitis 
the renal output was again controlled. If the diabetes 
insipidus had again relapsed when the liver recovered, 
this interpretation of the facts could hardly be ques- 
tioned, but in the absence of such relapse it is at least 
conceivable that the relationship between the events was 
only coincidental, not causal. Study of similar cases 
in the future should readily resolve this doubt and 
establish unequivocally the importance of the liver in the 
metabolism of the pituitary antidiuretic hormone in man. 


FOUR PER CENT. 


The Government is to increase the basic pay of 
doctors in the National Health Service by 4% as 
from next January |. This is the second adjustment 
of remuneration (the first, of 5°4, was in May, 1957) 
in the interim period before the Royal Commission 
on Doctors’ and Dentists’ Remuneration reports, which, 
so the Minister of Health told Parliament last week, is 
noi expected before next summer. He added that the 
increase was without prejudice to the Commission’s 
recommendations and that Sir Harry Pilkington, the 
chairman, had informed him “ that it will not embarrass 
the Commission in any way.” The method of 
distributing the money is to be discussed with the 
B.M.A., but the Government itself has vetoed any 
increase in consultants’ distinction awards. Thus for 
the third time these awards, which are pensionable, 
have been excluded from pay adjustments, and they 
remain unchanged from the figure fixed when the 
Health Service began. Indeed, the value of the A and 
B awards was relatively reduced in 1954, when their 
holders did not receive as big an increase in basic pay 
as other consultants. It would not have cost the 
Treasury much to make a small acknowledgment to 
merit, and enterprises outside State control long ago 
found they could ill afford not to foster this quality. 
Medical officers of health are also excluded from the 
increase, as they were excluded from the previous one, 
because their remuneration did not come within the 
terms of reference of the Royal Commission. 

The Government's decision follows repeated repre- 
sentations by the B.M.A. for a further interim increase, 
beginning over a year ago. At that time there may 
have been some justification for refusal owing to the 
country’s financial state and fear of inflation. Now, 
when the nation’s economy appears to be in bounding 
health, 4", is a meagre figure to dole out—at a date 
still to come—to a profession which has waited all too 
long for a fulfilment of the promise obtained by Dr. 
S. Wand from Mr. Denis Vosper, then Minister of 
Health, in June, 1957,' that if it seemed unlikely that 
the Royal Commission could report by Easter, 1958, 
then he “ would certainly consider any representations 
your Council might make, including a claim for a 
further interim adjustment.” The increase probably 
does no more than preserve the value of the 5% that 
was given in May, 1957. 


1 Brit. med. J., Supplement, June 22, 1957, p. 356 
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INSOMNIA 


BY 


A. H. DOUTHWAITE, M.D., F.R.C.P. 
Senior Physician, Guy’s Hospital 


The purpose of this article is to discuss drugs used for 
insomnia, That they should form only a small part of 
treatment must be stressed, but the wider aspects of the 
problem, though of great importance, cannot be en- 
compassed in this account. It must be noted that insom- 
nia is one of the few states which we are called upon to 
control without, as a rule, any certainty that it exists. 
We have to accept the patient’s statement that he is 
sleepless, but the extent of his insomnia can be deter- 
mined only in the minority who are under observation 
in hospital. Wakefulness in the night is almost always 
exaggerated, though in good faith. 

In the British Isles, about one in every ten prescrip- 
tions issued under the National Health Service is for 
barbiturates and other hypnotics. It seems improbable 
that justification exists for this state of affairs. 


Physiology 

For the human subject sleep at frequent intervals is a bio- 
logical necessity. Third-degree methods of interrogation 
have shown that deliberate and protracted prevention of 
sleep can bring about a complete collapse, both mentally 
and physically. The insomnia which we are called upon to 
treat is never of this degree and duration, and is very rarely 
harmful. This is a point of importance to be stressed to 
the patient. 

Many people are worried about insomnia, not because they 
fail to sleep at all, but because they cannot sleep when they 
get to bed. In other words, the conventional nocturnal 
rhythmicity is lacking. No fundamental law dictates that 
each person shall sleep from, say, six to eight hours at night. 
Such a habit is purposely cultivated from childhood on- 
wards. With it is associated a series of virtually conditioned 
reflexes. Superimposed upon the natural physical and mental 
tiredness is all the ritual of preparing for bed—the bringing 
of the evening’s activities to a conclusion, the retirement to 
the bedroom, the undressing, the donning of night attire, the 
soft light of the room, the warmth of the bedclothes, the 
quiet, the contentment, the relaxation, and finally the 
oblivion. Anything calculated to disturb this accepted pro- 
cedure can defer sleep, be it a strange house, unaccustomed 
cold or heat, anxiety and worry, or distractions and noise 
outside. The alleviating of insomnia calls for much more 
consideration and advice than the mere proffering of a 
mentally obliterating drug. Despite extensive physiological 
research, the precise mechanism of sleep remains undis- 
covered. 

Pharmacology 

Drug treatment of insomnia remains essentially empirical. 
What it does, in effect, is: (1) subdue cortical activity, such 
as anxiety, and (2) depress the nervous system generally so 
that the threshold is raised to external stimuli, notably noise. 
What is important is that these effects should be achieved 
without attendant danger, either to the vital centres of the 
brain or to the rest of the body. The simple act of taking 
a tablet at bedtime may itself become incorporated in the 
ritual, so that it can never be discontinued. 

Soporific concoctions are not exclusively a modern de- 
light. Apothecaries in past centuries ventured their potions, 
of which the mandrake is but one example, upon those tor- 
tured by sleeplessness. Lacking though many of these brews 
may well have been in pharmacological potency, there is 


little doubt that they quite often brought about the desired 
result. Of the older remedies, however, one of unquestion- 
able effect is still available—namely, alcohol. On the central 
nervous system this behaves not as a stimulant but as a 
depressant. Its progressive action from the higher centres 
downwards carries the subject through stages similar to 
those seen in general anaesthesia—induction, excitement, 
anaesthesia, medullary depression—the second of these being 
regarded as a release phenomenon. Small doses of alcohol 
may thus conspire to that dreamy state characteristic of 
anaesthetic induction and so serve as a prelude to sleep. 
Too much can easily give rise to excitement and thwart the 
purpose for which it is taken. This possibility notwith- 
standing, a little strong drink taken on retiring may serve in 
some people, especially the aged, as an appropriate “ night- 
cap.” Large draughts of weak liquor like beer, on the 
other hand, are to be avoided, if only for the reason that 
an overloaded stomach is disturbing and an overloaded 
bladder later may be more so. 


Chloral and Paraldehyde 


Trichloracetaldehyde, CCls.;CH(OH):, or chloral hydrate, 
is a relatively simple chemical compound which is quite 
easily synthesized. It was introduced as a hypnotic by 
Liebreich in 1869 with the idea that, in the body, it might 
be converted to chloroform, CHCl;—at that time well on its 
way to becoming established as an anaesthetic. In fact it is 
now recognized that chloral hydrate undergoes reduction in 
the tissues to trichlorethyl alcohol, the substance ultimately 
responsible for the effects on the central nervous system. 

Pure chloral hydrate is a crystalline substance with a 
pungent smell and bitter taste. Applied externally it is an 
irritant, even to the extent of causing vesication. Strong 
solutions are similarly irritant to the alimentary mucosa, so 
that vomiting and purging may occur. More dilute solutions 
are less troublesome in this respect, but, even when sweet- 
ened, they are unpalatable, for the burning taste is very 
difficult to disguise. Yet after oral administration absorp- 
tion of this drug is rapid and a therapeutic dose can main- 
tain hypnosis for six to eight hours. What is more, the 
therapeutic ratio is very wide, so that only with very exces- 
sive doses does medullary depression occur. The cardio- 
vascular system also escapes damage. There is consequently 
a good deal to be said in favour of chloral hydrate, on 
grounds of both efficacy and safety. Its taste is the out- 
standing drawback and even this may be a deterrent to 
habituation. Unlike the barbiturates, chloral preparations 
cause no “ hangover.” 

For adults it is convenient to prescribe chloral mixture 
B.N.F., 4 fl. oz. (14 ml.) well diluted with water to be taken 
at night, this dose containing 20 gr. (1.2 g.) chloral hydrate 
with syrup of orange. This preparation supersedes the old 
draught of chloral B.P.C., or haustus chloralis, 14 fl. oz.. 
which contains the same amount of drug but in liquid 
extract of liquorice. There is no rationale at all in com- 
bining a bromide with chloral hydrate in a hypnotic mixture. 
For children there is the chloral elixir for infants B.N.F., 
with 1 gr. (65 mg.) in each 60 minims (3.5 ml.), flavoured 
with syrup of blackcurrant. The dose can be adjusted 
according to age. The B.P. Codex also includes a chloral 
and potassium bromide mixture for infants which is not to 
be recommended. 

Dichloralphenazone is a complex of chloral hydrate and 
phenazone which has recently been devised. It is the active 
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constituent of “ welldorm” tablets, each of which contains 
10 gr. (650 mg.) of the substance. The usual dose for an 
adult is two tablets before retiring, swallowed whole with a 
draught of water. The unpleasant taste of chloral hydrate 
is entirely absent, and even if the tablets are chewed they 
are only slightly bitter. Limited experience suggests that 
they are as effective, dose for dose, as ordinary chloral 
hydrate. No claim is made that the phenazone component 
is analgesic. 

Paraldehyde (CH;.CHO); is a polymer of acetaldehyde 
(CH;.CHO). Safe and effective as the drug may be, its taste 
and persistently penetrating smell preclude its oral admini- 
stration in the ordinary course of practice. It is best avoided 
in cases of gross hepatic disease. In febrile states it is prone 
to cause excitement. There are occasions, however, when it 
is of considerable value. For instance, nocturnal bronchial 
asthma, temporarily relieved by adrenaline, may be followed 
by sound sleep if paraldehyde is then administered. This 
use is not to be confused with the intramuscular injection of 
5 ml., so useful in overcoming status asthmaticus. 

Furthermore, for the seriously ill patient (for example. 
with heart failure or carcinomatosis) who is unable to sleep 
except fitfully from full doses of chloral or barbiturate. 
the administration of 10°, paraldehyde in saline (enema 
paraldehydi B.P.C.) in a dose of 30 ml. of the enema per 
stone of body weight (4.7 ml. per kg.) will almost always 
prove highly effective. It should not be given to a patient 
heavily narcotized with morphine or heroin, because the 
superimposed depression on the respiratory centre may be 
dangerous. It may be given with advantage at night just 
as the therapeutic effect of an opiate is beginning to wear 
off. 


Ureide Derivatives 
Urea is pharmacologically inactive towards the central 
nervous system, yet a number of its derivatives are depres- 
sants. Thus : 
Monoure ides 
NH, 
Carbromal 
/NH, 


Bromvaletone O-C 
\NH.CO.CHBr.CH(CH,), 


NH, 
Apronal H(CH;), 
NCH,.CH: CH, 
Diureides 
/NH, HOOC NH—CO 
O=CC + CH, +O cf 
‘NH, HOOC’ \SNH—CO/’* 
Urea Malonic acia Barbiturig acid 


Barbituric acid itself is not active, but many of its derivatives, formed mainly 
by substitution on the terminal >CH, grouping, are potent. These are the 
barbiturates. 

Carbromal B.P. is a white, odourless, crystalline powder 
which is practically tasteless. The official preparation is 
carbromal tablets B.P., usually containing 5 gr. (0.32 g.) 
each. The dose is | to 3 tablets—that is, 5 to 15 gr. (0.32 
| g.) at night. The hypnotic response is mild and of fairly 
short duration, but acute overdosage is unlikely to occur. 
Repeated administration, however, may give rise to itching 
of the skin, erythema, pigmentation, and widespread purpura 
from increased capillary permeability. Habituation occa- 


sionally arises, usually in subjects of inadequate personality.. 


Its main value is for the light sleeper or as a weak substitute 
to be used in breaking the barbiturate habit. It is to be 
found in a wide range of proprietary preparations on sale 
to the public ; it is not scheduled as a poison. 
Bromvaletone is a mild and safe hypnotic. It appears in 
various proprietary sleeping tablets and _tranquillizers. 
“Persomnia”™” contains carbromal and bromvaletone. 
Apronal (“sedormid ”), the prescribing of which has been 
almost completely discontinued, is a fairly feeble hypnotic 
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and can give rise to thrombocytopenic purpura, which is 
more dangerous than the relatively rare purpura of car- 
bromal. 

Barbiturates 


Most of the barbiturates are white crystalline solids with 
a slightly bitter taste. The free acids are sparingly soluble 
in water, but the sodium salts dissolve readily and tend to 
be absorbed more rapidly from the gut. With a few 
exceptions, like the sulphur-containing compounds, they can 
be taken by mouth in tablet or capsule form. Their action 
is almost entirely confined to the central nervous system, 
the higher centres appearing to be subdued first of all. But 
the medulla is soon involved and respiratory depression may 
follow. Death from overdosage is due primarily to respira- 
tory failure, with cardiac failure ensuing in consequence. 
Both alcohol and paraldehyde potentiate the action of barbi- 
turates. Such a conjunction may be dangerous. 

Pharmacologically the barbiturates may 
according to their duration of action : 

Long-acting—e.g., barbitone, phenobarbitone. 

Medium-acting—e.g., amylobarbitone, amylobarbitone sodium, 

pentobarbitone, butobarbitone. 

Short-acting—e.g., cyclobarbitone, quinalbarbitone. 

Ultra-short-acting—e.g., thiopentone, thialbarbitone. 

To give a long-acting substance like phenobarbitone as a 
hypnotic is misguided. For patients who have difficulty in 
getting off to sleep a short-acting drug is usually chosen. 
For those on the other hand who fall asleep promptly but 
wake in the early hours of the morning, a medium-acting 
compound is preferable, if given at bedtime. Alternatively 
the short-acting quinalbarbitone may be taken on waking in 
the night. The ultra-short-acting barbiturates are used as 
intravenous anaesthetics. 

The barbiturates presented in colourful capsules require 
no effort in prescribing and appeal strongly to patients. But 
overdosage, accidental or deliberate, is a real danger and 
accounts for many deaths annually. In theory only a week’s 
supply should be prescribed, but this is impracticable. In 
any case, a determined suicide can save supplies for his 
terminal adventure, or indeed avail himself of the gas oven. 
It is our duty to warn the patient of the danger of these 
drugs and to advise that they be kept in a cupboard in- 
accessible to children. A common complaint is of “ hang- 
over” in the morning. The explanation of it eludes us. 
Some patients take barbiturates nightly and yet suffer no 
depression in the day. Others are conscious of mental 
slowness and fatigue starting about 2 p.m. and lasting for 
3-4 hours. Irritability, prolonged reaction-time, and lack 
of zest can usually be detected in the confirmed barbiturate 
consumer. Repeated dosage may give rise to skin rashes, 
and habituation is common. Despite their wide usage, 
therefore, the barbiturates have obvious shortcomings. To 
add to the confusion they are presented in great variety. 
with a multiplicity of proprietary names and often in a 
series of combinations. Their relative merits are not easy 
to ascertain. There is much to be said for restricting the 
prescribing of barbiturates to those listed in the British 
National Formulary. 

Because all barbiturates are Schedule IV poisons the pre- 
scription must state in every case the name and address of 
the patient, the total quantity of the preparation ordered (the 
total number of capsules or tablets and the strength of 
each), the dose, the full signature of the prescriber, and the 
date. 


be classified 


Other Hypnotic Drugs 


Glutethimide (“doriden”) is a synthetic compound, 
chemically a-ethyl-e-phenylglutarimide, which is distinct 
from the barbiturates. It acts as a moderately powerful 
hypnotic, a therapeutic dose given by mouth having an onset 
of action within half an hour and lasting for about six 
hours. Tablets of doriden each contain 0.25 g. of the active 
principle, and the dose is one to two tablets at night. Clinical 
trials suggest that this preparation therapeutically is the 
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approximate equivalent of cyclobarbitone. Side-effects 
reported include nausea, skin rashes, and, occasionally, 
excitement. It seems a reasonable alternative to the barbi- 
turates, with probably less likelihood of respiratory depres- 
sion and certainly less “hangover.” Experimentally, this 
drug is of great interest, for its analogue 8-ethyl-8-methyl 
glutarimide or bemegride (“‘ megimide”) is a stimulant to 
the central nervous system. 

Methylprylone (“noludar”), whose active constituent is 
chemically 3:3-diethyl-2:4-dioxo-5-methylpiperidine, is a 
depressant of the central nervous system. Clinical experi- 
ence in Great Britain is so far limited, but a clinical trial 
suggested that it was therapeutically of the same order as 
butobarbitone and amylobarbitone sodium. The dosage is 
one to two tablets, each containing 200 mg., at night. No 
side-effects have so far been reported. 

Thalidomide (“distaval”) is another non-barbiturate 
hypnotic, discovered and developed in Germany and so far 
not widely tried in Great Britain. It is too early yet to 
say that habituation and addiction do not occur. Tablets 
of “ distaval forte * each contain 100 mg. thalidomide. The 
dose for hypnosis is one tablet at night. Side-effects and 
toxicity are said to be absent, but there is some suggestion 
of interference with thyroid activity. 

Many drugs might be termed indirect soporifics in that 
by removing a disturbing symptom nocturnal sleep follows. 
For instance, intestinal hypermotility with rapid filling of 
the colon is much commoner in the brain-worker than in 
those of gluttonous habits. Here dry extract of bella- 
donna 60 mg. (1 gr.) at night, or better tricyclamol chloride 
(“ lergine. “ elorine chloride”) 50 mg. may caim excessive 
gut movement and provide undisturbed sleep. Drugs which 
relieve pain and cough fall into the same category. 

As emphasized at the outset, it is more important to 
inquire into the causes of sleeplessness than to give drugs. 
Such simple matters as exercise, type of meal, quantity of 
fluid taken in the evening, and so forth may have an 
important bearing on a natural approach to insomnia. 

Finally, tranquillizers are not suitable as soporifics. 


THE ART OF CONSULTATION 


FIFTH JAMES MACKENZIE LECTURE 


On November 22 the College of General Practitioners 
held its annual meeting in the Great Hall of B.M.A. House. 
During the morning Dr. G. F. ABERCROMBIE delivered the 
College’s fifth James Mackenzie Lecture, taking as his sub- 
ject “ The Art of Consultation.” The general theme of his 
lecture, said Dr. Abercrombie, was that the family doctor 
must learn to manage, not only the patient and his relations 
and friends, but upon occasion his specialist colleagues also. 
The family doctor must remain in control unless, with the 
patient’s consent, he delegated his authority temporarily and 
for some special purpose. 


A Stroll down Harley Street 


Inviting his audience to accompany him on a stroll down 
Harley Street, he said they would listen respectfully when 
the talk was of Pancoast’s syndrome or Schimmelbusch’s 
disease, but they would not be impressed by statisticians. 
As a family doctor, he was not concerned with percentages, 
but only with people one at a time. The average expecta- 
tion of life without operation might be so-and-so, but that 
was not the point. The point was what would happen to 
his particular patient. How his heart still warmed to the 
surgeon who wouldn't operate. And they should take 
kindly to the surgeon who said, “It is rather a good idea 
to regard the husband as one of the physical signs,” and to 
the physician who wrote, “ But you know her better than | 
do, and if you have any other view I hope you will let me 
know.” 

The art of consultation was not simply a question of send- 
ing a patient away for a second opinion. It was the careful 


INSOMNIA 1349 


selection of the man who by training and temperament was 
the most suitable for the matter in hand. His position in 
the profession, his standing in his specialty, his skill, his 
appearance, his manner, and his gift of tongues had all to 
be considered. When Dr. Abercrombie began in practice 
they knew their men pretty well, for they met them in person 
at every opportunity. His partner made it perfectly plain to 
all his patients that, if they wished, a consultation would 
immediately be arranged, but also that, if he himself felt 
the need for a second opinion, no objection should be 
offered. In that way, he had met many physicians and sur- 
geons from hospitals other than his own, and had learned 
a great deal from them. 


Absolute Equality 


When a consultant and a general practitioner met, no 
matter how distinguished the one or how obscure or diffi- 
dent the other, they met on terms of absolute equality, the 
one to give, the other to receive, but not necessarily to adopt. 
the advice tendered. The consultant had to be careful here. 
“He should be patient while the practitioner told his tale ; he 
should not wave away, as of no account, the x-rays that had 
been brought : and he should not, with a brisk, “ Well, I 
don’t think we need discuss this together, need we?” 
deprive the practitioner of the opportunity to consider 
what was to be said to the patient, before it was said. 
Beyond all doubt a consultation was of immense value to 
the general practitioner, for it afforded him priceless oppor- 
tunities of keeping up to date. 

Consultations were arranged. generally speaking, either 
for information or for action, though often of course for 
both purposes. Dr. Abercrombie then gave some admir- 
able examples of the first, often the “reassuring,” type. 
“ These men,” he commented, “ gave their opinions with 
absolute assurance. I may have had an idea, but their 
reasons were so convincing that they converted the idea 
into a certainty.” Such opinions were first class ; there was 
nothing woolly about them. He then recounted a rather 
different experience. 

“A lady, “4 weeks pregnant, and her 4-year-old daughter, 
simultaneously developed German measles. The mother knew all 
there was to be known at that time about pregnancy and German 
measles, and I immediately obtained confirmation of the diagnosis 
from a dermatologist. Thence to an obstetrician, who, though 
clearly in favour of terminating the pregnancy, asked that his 
opinion be confirmed by a colleague. The second was just as 
hesitant as the first, and f had finally to take her to a physician 
before the operation could be done. This physician simply said, 
‘You can’t do anything else.’” 

Often, of course, one got no help at all from a consulta- 
tion. Harley Street, in his experience, was reluctant to con- 
fess itself stumped. “It would be better sometimes if it did, 
and the exceptions are refreshing.” 


A Chance for the College 


Cases of cancer of the breast were always distressing, for 
if at all possible there had to be a mutilating operation. 
The question was, “How much?” and the practitioner 
would know his surgeons well enough to be able to forecast 
what operation any of them would recommend in an indi- 


vidual case. The practitioner’s responsibility was not less-* 


ened but rather increased thereby. But at any moment now, 
it seemed, continued Dr. Abercrombie, some pharmaceutical 
firm would announce a new drug for the treatment of cancer, 
and, if the history of antibiotics and of tranquillizers was 
any guide, that announcement would be followed within a 
matter of months by a dozen such discoveriés. Their 
College would then have an immense opportunity if they 
were ready for it. ‘Have we a plan for the immediate 
investigation of such new remedies?” Their new building 
was to be alongside the Royal College of Surgeons and the 
Imperial Cancer Research Fund. They ought now, in anti- 
cipation of something revolutionary in the treatment of 
cancer, to have a consultation with those bodies, and 
prepare a scheme for assessing the value of new therapy. 
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“No man should die of acute or obscure disease without 
a consultation,” Sir Clifford Allbutt had said as long ago 
as 1889. They would notice he had not said “ without a 
second opinion”; it was “ without a consultation.” That 
surely was a right and fundamental principle in the practice 
of medicine. They all saw from time to time exceedingly 
rare conditions, of which they had had no previous experi- 
ence—so rare, perhaps, that even the specialist they 
proposed to call had never seen such a thing before. Even 
so, and no matter how confident they might be that they 
had arrived at the correct diagnosis and had instituted the 
best possible treatment, they should always hold to the 
principle that no man should be allowed to die of acute or 
obscure disease without the benefit of a consultation. 
Allbutt, whose regard Sir James Mackenzie especially 
valued, had gone on to say—to the students at Charing 
Cross Hospital—* It is you touchy young men, just out of 
the schools, who give us the trouble—who bridle up at the 
suggestion of a consultation and declare that nothing more 
can be done.” 

Modern investigations were not an unmixed blessing, and 
sometimes their specialist colleagues were hypnotized by 
them. A physician had even refused to see a child patient 
with him outside his hospital, for fear that his opinion 
would be valueless before she was “investigated.” Some 
years ago he had shown a child with a congenital heart 
lesion to a consultant. The consultant told him that his 
hospital had just started a clinic for such cases, and his 
answers to a question or two convinced Dr. Abercrombie 
that he had temporarily lost sight of what might be best for 
his patient in the desire to add another case to the new 
venture. He had become for the moment a collector, and 
the patient a rare and interesting specimen. 


Captain of the Team 


He had said that the family doctor received, but did not 
necessarily adopt, the advice given. He might feel con- 
vinced that a particular line should be taken, but be unable 
at first to find anyone to agree with him. He must then bide 
his time, advocating his plan, here a little, there a little, 
The family doctor really came into his own when 
specialist opinions differed. In this dilemma, all looked to 
him to find the right solution, and he must take his courage 
in both hands and rise to the occasion. Heaven knew he 
would not always be right, but he would by that time have 
specialized on that particular patient to such an extent, and 
have thought so deeply about him, that he might fairly 
claim that his advice should be followed. What should be 
done in the not very uncommon situation when pathological 
investigations drew blank, x-rays were indecisive, and 
specialists uncertain? The family doctor must accept the 
responsibility and make a decision, and to do that he should 
state the problem to himself in the simplest possible terms. 

A great deal of the art of consultation could be very 
simply stated, said Dr. Abercrombie in conclusion. 
“Choose your man well, meet him yourself, remember that 
he is not infallible.” A second opinion was a very poor 
substitute for a consultation. How much better to meet, to 
discuss, to agree, to explain to the patient and obtain his 
consent! It was now somewhat out of fashion to describe 
family doctors as the spearhead or backbone of the profes- 
sion. Teamwork was the slogan; but he hoped they would 
agree with him when he said that if the family doctor was 
to be a member of the team he must be its brains and 
captain. 


Reporting on the progress of the Perinatal Mortality 
Survey on November 12, Dr. Nevitte BUTLER, its director, 
said that the return of completed questionaries received by 
the Survey up to October 31 had now reached 95%, of the 
18,005 live-births notified between March 3 and 9,.and 
91.3%, of the 8,316 perinatal deaths notified in March, April, 
and May. At least 85% of the 2,700 perinatal deaths 
notified in March had come to necropsy. 


ART OF CONSULTATION 


OF GENERAL PRACTITIONERS 
SIXTH ANNUAL MEETING 


COLLEGE 


The sixth annual general meeting of the College of General 
Practitioners was held at B.M.A. House on November 22. 
Some 250 members and associates attended. 

Dr. F. M. Rose, chairman of the College council, 
presenting the annual report, described the College’s 
progress. More than 5,000 members and associates had 
joined the College since its foundation, an increase of 554 
during the year. One new overseas faculty had been formed, 
in South Australia, making 36 regional faculties in all—25 
in the United Kingdom and Eire, and 11 overseas. On 
July 1, the six faculties in Australia founded their own 


Presidential! Chain of College of General Practiticners: Detail 


of the Links. The chain, designed by Mr. A. G. Styles and 

made in white and yellow gold by Messrs. Garrard and Co. Ltd., 

was presented to the College on November 22 by the Geigy 

Pharmaceutical Co. Ltd. It is 40 in. (102 cm.) in length and 

made of 19 matching pairs of links. The links are alternate 

medallions portraying a poppy entwined with foxglove and two 
entwined serpents. 


Australian College of General Practitioners based on the 
constitution of the parent College, and planned with its 
encouragement and blessing. In the autumn the president 
paid a successful visit to South Africa to discuss the 
problem of setting up faculties in that country. 


Education and Research 


The undergraduate education committee (Dr. RicHaRD 
Scott, chairman) has prepared a General Practice Teaching 
Register of members and associates in the United Kingdom 
and Eire who are willing to take students into their 
practices; and it has published a handbook “On 
Undergraduate Education and the General Practitioner.” 
The postgraduate education committee (Dr. GEORGE SWIFT, 
chairman) has sponsored the work of the College's medical 
recording service, pioneered so successfully by Drs. John 
and Valerie Graves, which is proving of special value to 
doctors living in areas remote from medical teaching centres. 
That committee has also adjudicated the Upjohn travelling 
fellowships, supervised the arranging of the Pfizer lectures, 
and published “Problems of Stress in General Practice.” 
The widespread activities of the research committee (Dr. 
R. J. F. H. Pinsent, chairman) have continued and 632 
members and associates of the College are now on the 
Research Register. Careful thought is being given to the 
financial aspects of research in general practice, including 
the possibility of founding research registrarships. Four 
issues of the new Journal of the College of General 
Practitioners (Dr. R. M. S, MCCONAGHEY, editor) have been 
published during the year. 


New Premises 

In March the College moved into new premises at 
41, Cadogan Gardens, Sloane Square, S.W.3, generously 
provided by its anonymous donor. All meetings of council 
and its committees are now held there. A college library 
(Dr. J. P. Horper, honorary librarian) is being developed, 
and the practice equipment and premises committee (Dr. 
J. C. T. Sanctuary, chairman) is preparing a demonstration 
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‘VALLERGAN 


trade mark 


Trimeprazine is a phenothiazine derivative pharmacologically inter- 
mediate between promethazine and chlorpromazine. Its antihistamine 
action is greater than that of promethazine, but its actions on the 
central nervous system resemble those of chlorpromazine; it has a 
stronger spasmolytic action and a weaker anti-adrenaline action than 


chlorpromazine. 


‘Vailergan’ is indicated for oral administration in the management 
of itching in adults and children, and in the pre-operative sedation of 


children. 


For the anti-pruritic indications ‘Vallergan’ is available as tablets of 
10 mg. and as a syrup containing 2 mg./c.c. An increased strength tri- 
meprazine tartrate syrup containing 6 mg./c.c., for pre-anaesthetic 


medication for children, is available as ‘Vallergan’ Forte. 


M&B brand Medical Products 
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Distributors 


PHARMACEUTICAL SPECIALITIES (MAY & BAKER) LTD - DAGENHAM 
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ACHROMYCIN 


SUFFERED TETRACYCLINE TRADEMARK 


CAPSULES 250 ag. Bottles of 16, 
100 and 1000 


PEDIATRIC DROPS AQUEOUS 100 mg./cc. 
1Gm.in10 cc. Plastic bottle 


SVRUP 125 mg./Scc. Bottles of 2 and 16 fi. oz. 


LEDERLE LABORATORIES DIVISION 
Cyanamid oF GREAT BRITAIN LTD. london. WC2 
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COLLEGE OF GENERAL PRACTITIONERS 


room. There are bedrooms for members and associates 
visiting London. 


Elections and Presentations 
Dr. I. D. Grant was unanimously re-elected president for 
1958-9. His portrait by Mr. Norman J. Miller Miller 
was presented to the College by the chairman of the Scottish 
Council (Dr. W. S. GARDNER) on behalf of members and 
associates in Scotland. A magnificent presidential chain of 
office (see Fig.) was presented by Mr. H. L. ADDLESHAW 

on behalf of Geigy Pharmaceutical Co. Ltd. 


Dr. Albert Schweitzer, O.M., Dr. W. N. Pickles, C.B.E., Dr. 
W. A. Conolly (Australia), Dr. A, Barrett Jameson (New 
Zealand), and Dr. M. R. Stalker (Canada) were appointed 
honorary fellows of the College. Dr. J. K. Paterson (Upton, 
Huntingdonshire) was presented with the Butterworth gold medal 
(1957-8) for an essay on “ Second Opinions,’ the second prize 
being awarded to Dr. S. G. Gang (Cardiff). The subject for the 
1958-9 Butterworth gold medal will be “‘ The Child is Father of 
the Man.” (Essays must be submitted to the chairman of the 
awards committee not later than September 19, 1959.) Seventeen 
Upjohn travelling fellowships (up to £200 each) were presented 
to: H. W. Ashworth, M. H. S. Bound, Margaret P. Cosham, 
W. G. Daynes, V. G. Doyle, T. S. Eimerl, R. N. R. Grant, D. M. 
Hughes, A. J. Laidlaw, J. B. Longmore, W. J. H. Lord, D. W. 
MacLean. D. H. McVie, A. E. de la T. Mallett, Charlotte Naish, 
E. J. R. Primrose, and F. H. Staines. Six Public Welfare 
Foundation prizes (£40 each) were presented to the following 
final-year students: E. E. Barnard, J. C. Burn, W. J. C. Conn, 
Christine E. J. Dandie, P. W. Kershaw (all of Edinburgh 
University), and C. Venning (Charing Cross Hospital Medical 
School). 

The following faculty representatives were appointed to the 
Sixth College Council (1958-9): L. W. Batten (North London), 
H. H. A. Elder (South London), E. A. W. Marien (East London), 
R. Cove-Smith (West London), George Swift (South-east 
England), J. C. T. Sanctuary (Northern Home Counties), W. G. 
Tait (Thames Valley), D. Scott Napier (East Anglia), R. M. S. 
McConaghey (South-west England), D. L. Crombie (Midland 
faculty), K. M. Foster (North Midlands), R. A. Murray Scott 
(Yorkshire), S. Freeman (North-west England), R. Harkness 
(North-east England), W. L. Selkirk (Merseyside and North 
Wales). J. N. M. Parry (Welsh faculty), Richard Scott (South-east 
Scotland), W. S. Gardner (West of Scotland), J. M. Henderson 
(East Scotland), G. Swapp (North-east Scotland), G. H. Clement 
(North Scotland), A. S. Boyd (Northern Ireland), V. G. Doyle 
(East of Ireland), J. P. J. Little (West Ireland), J. C. Walsh 
(South Ireland), A. B. Jameson (Auckland), H. E. W. Roberton 
(Canterbury), H. E. M. Williams (Otago), E. J. Marshall 
(Wellington), Mary Robertson-Glasgow (Kenya). Four elected 
members of council, to replace those retiring, were appointed : 
J. Fry. J. M. Hunter, R. J. F. H. Pinsent, and G. I. Watson. 


College Business 

The report of the criteria committee (Dr. K. McD. 
Foster, chairman), on a_ possible examination on the 
conduct of general practice as one of the criteria for future 
membership of the College, was discussed. A motion that 
no action be taken about this for five years was lost, and 
the report was referred to the faculties for their 
consideration. The College by-laws were amended, and, by 
almost unanimous agreement, the annual subscription for 
members was raised from three to five guineas. The 
chairman thanked the B.M.A. for its generosity in allowing 
the College the use of its Hall; and Dr. G. F. 
ABERCROMBIE moved a vote of thanks to Dr. Rose. 

At a meeting of the new council held later, Dr. F. M. 
Rose was appointed chairman, Dr. Annis_ Gillie, 
vice-chairman, Dr. H. L. Glyn Hughes, hon. treasurer, and 
Dr. J. H. Hunt, hon. secretary. Drs. G. F. Abercrombie. 
H. N. Levitt, and Charlotte Naish were appointed 
additional members of the council. 


Symposium on “ Dyspepsia ” 

On Sunday, November 23, under the chairmanship of 

Dr. I. D. Grant in the morning and Sir Francis FRASER in 

the afternoon, 180 members and associates of the College 
Dyspepsia.” 

generously 


The trustees of 
provided the 


attended a symposium on 
the Wellcome Foundation 


auditorium, and also morning coffee, lunch, and tea for the 
whole audience. The main speakers were Drs. S. J. Carne, 
Desmond O'Neill, Richard Scott, R. R. Bomford, H. N. 
Levitt, and Mr. H. Daintree Johnson. 


MEDICINE ON TELEVISION 
ITS PRESENTATION TO THE PUBLIC 


A discussion on “ Presenting Medicine to the Public on 
Television,” arranged by the Scientific Film Association, 
was held at the Royal College of Surgeons on November 19. 
The principal speaker was Mrs. Mary ApDAmMs, who until her 
retirement this year was assistant to the Controller of 
Television Programmes at the B.B.C. Her talk was followed 
by short telerecordings of admittedly controversial sequences 
from five B.B.C. programmes, including The Hurt Mind, 
Your Life in Their Hands, and On Call to a Nation, and 
then by a general debate. Dr. R. F. Woo_mer, chairman of 
the medical section of the S.F.A., was in the chair, and the 
audience comprised doctors, a number of whom were those 
directly concerned, as advisers, in medical television to the 
public ; health educationists ; and directors, producers, and 
technical staff from the B.B.C. and LT.A. 


Mrs. Mary Adams on Televising Medicine 

“On the whole,” said Mrs, ADAMS, immediately putting 
her audience on its mettle, “ people in professional circles 
tend to talk about television without having seen it.” It 
was said that only about 10% of a professional audience 
would be found to have a set. She believed, however, that 
in presenting medicine to the public, television had a future 
which could be both healthy and constructive. Many 
ingredients were involved. First there was the question of 
the health of the individual as well as the health of the 
individual in society. Then there was the medium itself, 
and not only the techniques, which were themselves 
complicated, but also the people who manipulated them. 
with their anxieties and attitudes, and the predilections of 
individual producers. There was the ingredient of the 
authority by which these programmes reached the public, 
authority which came from Parliament and the Postmaster- 
General and through the board of governors of the B.B.C. 
and the governing body of I.T.A. Another ingredient. 
often forgotten, was the audience. It was a mixed 
audience, and there was something queer about television 
whereby people seemed to have to view. So, although one 
talked about people being able to switch off if they did 
not want to see an operation, they did not in fact do so. 
There were also the assessors of programmes—Mr. Dickson 
Wright and some of his colleagues in the B.M.A., as well as 
the professional critics in the press and elsewhere, and 
scientific assessors working in viewer research. 

“Medicine has always been a satisfactory and ‘ good’ 
subject for television from the earliest days,” continued Mrs. 
Adams. This was not surprising, because medicine exercised 
a striking fascination for people ; no doubt it had something 
to do with Western ideas about death. It was true in all 
countries with television, even behind the Iron Curtain. 
Exactly the same kind of controversy as that in the British 
Medical Journal and the Press had been aroused in Prague 
recently by the same kind of programme, and it had elicited 
the same kind of response—-the mass of viewers agreeing, 
the medical profession somewhat divided, a few being 
worried about consequences which they did not know about. 


Pros and Cons 

Television was an entertainment medium, and every 
programme had to be considered in that light. or at any 
rate in that context. 

The main argument against these programmes was the 
charge of sensationalism. “I do not know what 
‘sensationalism’ is quite.” said Mrs. Adams. “I think 
it only means that the people behind the programmes 
are being immoral in their motivations. If so I have not 
met any of them. They are only anxious to do their best.” 
On superficiality, she agreed that television was in some 
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ways a very superficial medium. Those inside were 
extremely anxious that the doctor-patient relationship should 
not be disturbed in the wrong way. Yet it might be right to 
disturb it. Turning to the arguments in favour, Mrs. Adams 
said that there was now a “climate” for the scientific and 
medical, and to let medicine opt out of this general climate 
would be quite unthinkable. One also had to remember 
that a large number of other agencies were doing the same 
thing, so it was difficult to disentangle the effect of television. 
Research into the effect should be asked for by all, including 
the medical profession. It was important also to experiment 
with new techniques and personalities in programmes. 
Mrs. Adams had been impressed by the argument of Dr. 
M. Keith Thompson in the British Medical Journal* 
that there was a tendency for television as it existed now 
aid under its present authorities to put on the screen the 
most orthodox methods. ‘“ We come down fairly heavily on 
the side of the orthodox,” she agreed. Television had 
received much help and stimulation from the medical 
profession, but on the whole the ideas for programmes had 
come from the television people. She would like to see the 
reverse process—the medical profession saying, “ This is a 
subject which ought to be aired and we will help you.” 

The audience were then shown the five short sequences 
from B.B.C. television programmes. 


Discussion 


Mr. A. DICKSON WRIGHT, who opened the discussion after 
the film sequences, said he did not realize this was going 
on: it seemed to have developed to a tremendous degree. 
Hypochondriasis was running through the world. He was 
appalled by it. 

Dr. C. M. FLetcHEeR, who has appeared in a number of 
the programmes, replied that hypochondriasis had existed in 
the 15th and 16th centuries, for example ; these programmes 
did not produce it, though they might transfer it to a new 
organ. He suggested that the College of General Practitioners 
might help in research on the effects of the programmes. 
For people to know what medicine could do to-day was 
nothing but reassuring. He had thought it a mistake to 
include the operation of portocaval anastomosis in Your 
Life in Their Hands, but he had been convinced of his 
mistake. Some builders had remarked they never thought 
surgeons were as good as that—‘they’re as good as 
p'umbers.” Here was something they could understand. 

A psychiatrist, while agreeing that the general public had 
always been interested in medicine, felt that television, which 
reached millions, had a special responsibility. Programmes 
like that on smoking and lung cancer and those dealing 
with the prevention of illness were useful, but whom was 
a film about ether abreaction going to help? He had seen 
people who were not willing to be treated by E.C.T. and 
ether abreaction, because they had been frightened. 

Dr. M. Ware said he had read the report on the effects of 
The Hurt Mind programmes, and thought it scientifically 
unreliable. Standards of assessment should be more 
stringent. When questions of treatment arose, a doctor 
might need to spend much time preparing some patients, 
while others could be told quickly. A programme going 
to an enormous audience could not make that sort of 
allowance. On television personalities, Dr. Ware commented : 
“] am not sure it would be a good thing in medicine if there 
were a lot of ‘radio doctors.’” In On Call to a Nation he 
had been rather shocked at a consultant's comments that, if 
the gencral practitioner had sent the patient earlier, more 
could have been done. Did it do good to say that in that 
type of programme ? 

Dr. D. StTarrorD-CLARK also agreed that much more 
“feed back” was needed on the effect of programmes. 

The general practitioner who acts as medical adviser for 
LT.V.’s Emergency Ward 10 said that Tessa Diamond, 
sitting next to him, who originated the feature, had reacted 
very unfavourably during the sequences of the operation and 
the ether abreaction. He thought these might be suitable 


*March 8, 1958, p. 578. 
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when there was “lock and key” television for specialized 
audiences. He had found no increase in hypochondriasis 
as a result of Emergency Ward 10, although he understood 
that, following a programme in the series in which a man 
died after a wasp sting, 20 minutes later two people with 
wasp stings had presented themselves on the doorstep of a 
St. John’s Wood doctor. 


RESEARCH DEFENCE SOCIETY 
MR. RICHARD FORT’S STEPHEN PAGET LECTURE 


For the jubilee of the Research Defence Society this year 
the Stephen Paget lecturer was Mr. RICHARD Fort, B.Sc., 
M.P., the representative of the House of Commons on the 
Medical Research Council. He chose for the subject of 
his lecture, delivered at the Zoological Society of London 
on November 18, “Irrationality in Public Life.” At its 
conclusion he made two suggestions : First, that it would 
be worth considering the setting up of a new research council 
to promote research—which would include research on 
irrational behaviour—in the field where medical and social 
science meet; and, second, that workers in this scientific 
borderland should be invited to give future Stephen Paget 
lectures, so as to foster the application of scientific method 
to the study of human behaviour. 


Irrationality in Public Life 


Mr. Fort said the subject of his lecture had been sug- 
gested to him by the irrational basis of the appeal of 
anti-vivisection: irrationality was also the basis of much 
that happened in public life, as any politician knew. Most 
of the knowledge we had of the extent and causes of 
irrationality was derived from practical experience rather 
than theoretical study, which demanded difficult techniques 
of interviewing and mathematical analysis in order to get 
scientifically satisfying results. He thought much more 
fundamental research was needed to describe and analyse 
irrationality. 

Sir Alan Herbert had drawn our attention to certain 
“ witch words,”’ words that aroused emotions without making 
people think what they meant. “ Vivisection” itself, 
“puppy” and “kitten” for “dog” and “cat,” were 
examples from the anti-vivisectionists. In public life there 
were many others, ranging from “democracy” to 
“victimization.” Fifty years ago Graham Wallas, in his 
book Human Nature in Politics, had emphasized how 
irrational was most people’s approach to politics despite the 
fagade of self-interest or other rationalist arguments often 
used in political debate. Despite absurdities and obsolete 
ideas Graham Wallas’s analysis of political behaviour was 
still broadly true. The closed mind was almost as common 
in politics as in anti-vivisection. 

One of the features common to politics and other 
activities in which the irrational is an obviously powerful 
force was that people were stimulated to act. Those so 
stirred often showed by their arguments or writings that 
their emotions had been aroused by some stereotype which 
simplified thinking, so far as their action was based on 
conscious thought at all. In politics there was the long- 
haired, ranting radical and the top-hatted, pot-bellied 
capitalist. Many Conservatives still resented Mr. Bevan’s 
“vermin” speech of ten years ago. “The reality behind 
these stereotypes, if any, is surely drawn from some long- 
past abuse or situation by now overcome.” Another feature 
of the irrational in public life was the importance of the 
small pressure groups which specialized in arousing to action 
those only mildly interested. There was also an apparent 
parallel between the intensity with which irrational causes 
were pursued and what was usually described as the 
“climate of opinion.” 

Mr. Fort believed that people would continue to act 
on the irrational as they always had done. Because of 
this, he suggested, there was need for much research into 
irrationality. 


4 
4 | 


RNAL 


ialized 
driasis 
rstood 
a man 
e with 
p of a 


TURE 


year 
B.Sc., 
the 
‘ct of 
yndon 
At its 
vould 
yuncil 
h on 
social 
ntific 
Paget 


sug- 
of 
nuch 
Most 
of 
ither 
ques 
| get 
nore 
lyse 


tain 
king 
self, 
vere 
vere 
to 
his 
10W 
the 
ten 
lete 
was 


— 


Nov. 29, » 1958 


To-day’s Drugs 


With the help of expert contributors we publish below notes 
on a selection of drugs in current use. 


Histadyl E.C. (Eli Lilly and Co. Ltd.).—Each fluid 
ounce (30 ml.) contains codeine phosphate | gr. (65 mg.), 
ephedrine hydrochloride {$ gr. (32 mg.), thenylpyramine 
fumarate 14 gr. (87 mg.), ammonium chloride 10 gr. (650 
mg.), chloroform 1 minim (0.05 ml.), with alcohol 5% and 
menthol and flavouring agents. 

This is a combination of a cough suppressant, a broncho- 
dilator, an antihistamine, and an expectorant. It will no 
doubt be fairly effective in relieving irritating cough, and 
probably has much the same effect as codeine phosphate 
alone or with ephedrine. It is worth bearing in mind that 
ephedrine given at night may keep the patient awake. 

N.H.S. basic price: 16 fl. 0z., 10s. Sd. 


Dequadin Pessaries (Allen and Hanburys Ltd.).—Each 
pessary contains 10 mg. of dequalinium chloride (deca- 
methylene bis-(4-aminoquinaldinium chloride) ), and they are 
offered for the treatment of vaginitis caused by monilia 
(Candida albicans) or trichomonads. Dequadin, which is 
not an antibiotic, is effective against a wide range of bacteria 
and yeasts. Its value in the treatment of oral thrush has 
been reported on, but its efficacy as a trichomonacide has 
not yet been confirmed. Two clinical observations are here 
pertinent. First, when vaginal moniliasis is diagnosed. 
glycosuria should be excluded, as it is a frequent predispos- 
ing cause. Secondly, the cure of trichomonas vaginitis 
seems to depend more on the length of time for which treat- 
ment is conscientiously carried out than on the use of any 
individual trichomonacidal drug. 

N.HLS. basic price: 30 pessaries with applicator, 6s. 8d. 


_Correspondence 


Antibiotic Therapy for Bronchitis 


Sir,-Dr. A. H. Luscombe (Journal, November 15, 
p. 1226) need expect no guidance from the Ministry of 
Health as to the propriety of prescribing prophylactic anti- 
biotics to his chronic bronchitics. He should, however, trans- 
late his moral obligation to his patients into practical thera- 
peutics. The case for prescribing these drugs is irrefutable. 
In this industrial practice in 1956, 5,318 working days were 
lost and £2,128 paid in sickness benefit because of acute and 
chronic bronchitis. At £50 per annum I can therefore afford 
to treat 40 patients regularly with antibiotics and still save 
the country 5,318 working days at £2 a day, i.e., £10,000 per 
annum. 

Dr. Luscombe’s dilemma is in fact a false one. 
duty to the patients—to treat them as well as possible—in 
no way conflicts with his duty to the community—i.e., to 
make sure that his patients contribute of their best to the 
common welfare.—I am, etc., 


Darbishire House Health Centre, 
Manchester, 13. 


Sir,—Dr. A. H. Luscombe (Journal, November 15, 
p. 1226) describes in his letter a problem common to many 
of us at the present time. The evidence accumulates that 
tetracycline, whether in short or long courses, benefits many 
patients with chronic bronchitis. To my mind there can be 
no doubt that our first duty is to the patient and that we must 
risk conflict with the costing department of the Ministry 
of Health. It would be wrong if we withheld a treatment 
because of the cost, if the treatment is demonstrably 
the best. Moreover, if there is benefit, it does not seem right 
to select on economic grounds only those patients who work. 

Our dilemma would be lessened if the two pharmaceutical 
companies which make the tetracyclines found it possible to 


H. W. ASHWORTH. 


TO- DAY'S DRUGS 


His moral 


JOURNAL 


reduce the price. We ourselves can usefully study the 
natural history of the disease in order to discover in due 
course whether some patients are benefited more than others, 
and whether prolonged prophylaxis or treatment in the ex- 
acerbation is more appropriate.—I am, etc., 


London, N.W.1. J. P. HoRDER. 


Antibiotics in Acute Tonsillitis and Otitis Media 


Str,—Dr. John Fry’s article (Journal, October 11, p. 883) 
does not seem to have attracted the attention it deserves. 
It suggests among other things that rheumatic fever is now 
so rare (he has seen no cases in ten years) that there may 
be no point in treating sore throats with antibiotics in the 
hope of averting rheumatic fever. In this area it is not quite 
so rare and there have been six cases in this practice in 12 
years, but of these four did not seek medical advice for a 
preceding sore throat and of the two who did one was 
treated with a sulphonamide and the other with penicillin ; 
as they developed rheumatic fever it would seem possible, 
therefore, that the damage may be done in the very early 
stages of the sore throat and that by the time the patient 
seeks treatment it is too late for penicillin to alter the out- 
come. The same appeared to be the case in Dr. Fry’s 
patients with acute nephritis. It would be interesting if 
other practitioners could produce figures on this point. 
patients whose sore throats are treated with penicillin for ten 
days are said not to get rheumatic fever,’ but is there ade- 
quate evidence that treating them for the four or five days 
which Wheatley* found to be customary in general practice 
is equally effective ? 

Regarding otitis media, I think one can be fairly certain 
that the results reported in the M.R.C. trial’ are due not 
to penicillin but to decreased virulence of the organisms. 
As Dr. Fry points out, the results were much the same 
whether antibiotics were used as a routine or not, and in my 
own practice in which penicillin is used in less than 10% of 
cases without perforation, the results are virtually the same 
as those found in the M.R.C. trial. Once perforation has 
occurred, it seems reasonable to give antibiotics if the dis- 
charge does not rapidly cease, as Poulsen‘ found that 
residual deafness was more or less proportional to the length 
of time the discharge persisted ; discharge lasting less than 
a fortnight did not result in hearing loss, while discharge for 
eight weeks or more always led to some degree of deafness. 

If one could be sure that the antibiotics were harmless, 
the main issue involved would be that of expense. But are 
they harmless? In examining the new boys at a public 
school, I have found that unilateral deafness is both com- 
moner and more severe among them than among the local 
children. When the latter get otitis media they are not 
given routine antibiotics ; on the other hand the deaf new 
boys at the public school almost invariably give a history 
of otitis media treated with antibiotics. This unfortunately 
proves nothing, but now that it seems to be accepted that 
the sulphonamide treatment of otitis media can be the cause 
of deafness, is it not time to consider whether antibiotics 
may not sometimes do the same, and whether their use 
should not be confined to selected cases ? Whatever treat- 
ment is used a certain percentage of cases always have slight 
residual deafness, provided that the tests employed are sensi- 
tive, though when a whispering test is used the incidence of 
deafness is commonly reported to be nil. Wilson,’ for in- 
stance, found that after penicillin treatment 18% showed 
some degree of hearing loss, while on inadequate dosage of 
penicillin the figure rose to 35%. Popper,’ who claims to 
have seen 93 cases of such antibiotic deafness, states that the 
fluid in the middle ear, sterilized by antibiotics, often be- 
comes a jelly-like mass which may eventually organize into 
fibrous tissue, with consequent loss of hearing.—I am, etc., 
Felsted, Essex. PeTeR A. WALFORD. 
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Case of Penicillin Reaction 


Sirn,—The following case illustrates the value of chloro 
prophenpyridamine maleate in the treatment of penicillin 
reactions. 


A woman aged 62 was admitted to hospital with fractures of 
both malleoli. A blister developed over the lateral malleolus 
which became septic. It was treated with five daily injections of 
500,000 units of “ penaquacaine.’ Nine days after the last injec- 
tion the patient developed a rash resembling prickly heat. Next 
morning there was localized swelling of the upper lip. Other 
clinical features were shivering, urticaria, redness of the eyes, 
swelling of the eyelids, face, scalp, back of neck, wrists, buttocks, 
and backs of hands, pallor, generalized aching pains, mistiness of 
vision, tachycardia to 112 beats per minute, and pyrexia to 101° F. 
(38.3° C.). Injections of adrenaline 5 min. (0.3 ml.) temporarily 
alleviated the pruritus. Ephedrine, phenobarbitone, and anti- 
pruritic lotions caused only slight improvement. On the third 
day, chloroprophenpyridamine maleate was begun in doses of 
8 mg. orally two-hourly to three doses, followed by gradual reduc- 
tion in frequency of administration. This caused rapid and com- 
plete alleviation of all symptoms, but when the drug was stopped 
severe generalized urticaria recurred, and persisted until after 
three days’ further treatment with the above drug and cortisone 
acetate. The condition was finally cured by the arrival of rain, 
associated with a drop in temperature from 105° F. (40.6° C.) to 
65° F. (18.2° C.). 

Another patient was admitted at the same time with severe 
urticaria following penicillin injections, and she also 
responded to chloroprophenpyridamine maleate.—I am, etc., 


Administrative Hospital, S. V. HUMPHRIES. 


Naurn, Central Pacific. 


Poliomyelitis Vaccines 

Sin,—The review of the present position regarding polio- 
myelitis vaccines by my friends Professor G. W. A. Dick 
and Dr. D. S. Dane (Journal, November 15, p. 1184) must 
carry great authority, and yet it seems doubtful whether 
they have presented a balanced analysis of the present posi- 
tion. Thus they consider that trials of the oral vaccines now 
available are only justified in countries which cannot afford 
the Salk type. In coming to this conclusion they infer 
confidence in the ultimate success of the Salk type of vaccine, 
though I can hardly believe that they are entirely happy 
about the ultimate prospects of this method. Both methods 
of protection have a long list of theoretical advantages and 
disadvantages, and it is surely unrealistic to condemn one 
method without also considering the disadvantages of the 
other. 

Further, in taking such a strong line against clinical trials 
of the live poliovirus vaccines now available, they may be 
condemning a method which, for all they know, might prove 
to be both safe and effective. This is surely a very defeatist 
attitude to a problem to which the whole world requires an 
answer. It seems to be vital to discover quickly whether 
oral vaccines can be used safely, and it is at least doubtful 
whether the laboratory tests for increased virulence 
en passage mean very much, 

Professor Dick also raises the possibility that virulent 
polioviruses may be largely eliminated from communities 
which are efficiently immunized with potent formalinized 
vaccines. He has shown, however, that attenuated strains 
may become more virulent, so he is in fact suggesting that 
the Salk type of vaccine might lead to the disappearance of 
polioviruses in this country. Such a situation might well 
become dangerous, and I would have thought that this 
suggestion throws doubt on the prospects of our national 
programme. If on the other hand our experts think that the 
maintenance of a flourishing alimentary canal infection with 
polioviruses is a desirable accompaniment of the present 
programme, then the sooner we find out which strains to 
encourage the better. Perhaps Professor Dick would clarify 
his own hopes and fears a little further on these points. 

I am, ete., 


Department of Neurology. 
United Oxford Hospitals 


W. Ritcuie RUSSELL. 
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Medicine on Television 


Sir,—The long-awaited discussion between Mrs. Mary 
Adams (pro) and Mr. Dickson Wright (contra) regarding 
medical television programmes took place at the Royal 
College of Surgeons last Wednesday (see p. 1351). It was 
a disappointing occasion, with an over-lengthy apologia 
from Mrs, Adams, a dreary but partly necessary interim of 
film recordings of sample programmes, and a witty rejoinder 
by Mr. Dickson Wright. He evidently, like many of us, 
distrusts anything new. There followed a_ disjointed 
statement of various views, sometimes amusingly put; but 
this scarcely went beyond allusions to audience reactions 
and criticisms of the technique and representativeness of 
certain programmes. 

Some must have gone away feeling that this highly 
important topic had received merely superficial attention. 
One was left with the impression that nothing had been 
achieved, for nothing had been altered. Two schools of 
thought departed as they had arrived, each to dig its heels 
in deeper, the one to preserve the dignified secrecy of its 
craft, the other determined to serve further half-baked doses 
of medical fare. 

For it must be admitted that the programmes shown were 
poor, and quite unworthy of the magnificent means of 
communication put into our fumbling hands by the brilliance 
of television inventors and engineers. In this one must side 
with Mr. Dickson Wright, whose censures were largely just and 
wise. Yet one must agree with Mrs. Adams in her assertion 
that television has come to stay, as indeed it has, like nuclear 
physics. The question is, Who knows how to use them for 
the public weal? In regard to both few would disagree that 
a constructive use is desirable, and constructive of happiness 
as well as pleasure, for the two are not the same. We 
clamour for entertainment, and often miss happiness in our 
greed for it. Like the Press and radio, television is under 
endless pressure to entertain its audience; and as Mrs. 
Adams said, the audience does find medical matters 
entertaining. Mankind at large is attracted by gruesomeness. 
perhaps by his fear of death (the only basic point made by 
Mrs. Adams). It is a curious foible, and television will be 
forced to decide whether to encourage it or not: and if it 
decides to do so it will further have to examine its own 
motives. Unless its present mode of presentation of some 
medical affairs changes, it will have to decide between 
hypocrisy and sensationalism. 

To present complex operations and problems of disease 
with the scantiest of preliminary acquaintance with normal 
arrangements is to invite a charge of hypocrisy, for this is 
not education but entertainment. It is like presenting an 
intricate repair job in the innards of a motor-car to an 
audience completely ignorant of even the normal workings 
of the mechanical beast. And how ignorant that audience 
is of its body’s healthy activities—and this includes most 
television producers! A medical man spends two or three 
years of intense study of the normal chassis before he ever 
begins to learn damage and repair. How then can the 
public be other than baffled and perhaps queasy over some 
of the medical programmes already shown—just like a young 
medical student who goes to an operation out of curiosity 
long before he has the knowledge to appreciate clearly what 
is going on? Medicine is not fittingly turned into a 
peep-show, and, if it is, the public will be filled with 
misapprehensions unless a more intelligent policy is 
forthcoming. 

However, and even if one agreed with the restrictive views 
of Mr. Dickson Wright, one must face the inevitability of 
television at least dabbling in medicine, even in the gore and 
Grand Guignol. Already other medical men of a supposedly 
more liberal persuasion are offering their services. One 
must hope their more liberal views of the nature of medicine 
itself will triumph, and that a healthier policy will prevail. 
It is a sad, and perhaps unwise, thing to encourage mankind 
to dote on gruesome spectacles of disease and death. Man 
is born into the life with health, energy, and hope to 
achieve what he can. Some attention to disease is the 
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common lot ; but let it be limited to what is necessary. Any 
probing by the public into the arcana of disease must be 
balanced by an equal knowledge of the healthy normal, if 
things are to be seen in proportion. Otherwise the 
procedure is merely morbid and quite unlikely to add to 
human happiness, however much it panders to dubious 
pleasures. This is the challenge which faces television: if 
it brings the problems of disease to the public, is it also 
prepared to show enough of healthy human biology to make 
disease intelligible entertainment or enlightenment ?—I am, 
etc., 

ROGER WARWICK. 


Anatomy Department, 
Guy's Hospital Medical School. 


Qualified Pen-names 


Sir,—I was not surprised to read in the Lancet (November 
15, p. 1065) the protest from Dr. H. M. Sinclair about the 
issue by the B.M.A. of a booklet by “John Clyde, M.D., 
M.A., Ph.D., B.Sc.”—-apparently “one of the foremost 
nutritionists in the world.” Dr. Sinclair accuses the B.M.A. 
of misleading the public, because this great expert’s name 
cannot be found in the Medical Register—published, I may 
add, to enable the public to distinguish the qualified from 
the unqualified. The booklet, it appears, is issued under the 
auspices of the popular health journal, Family Doctor, 
published by the B.M.A. On other occasions I have noticed 
strange names given a _ pseudo-authority by respectable 
degrees and diplomas in this magazine. Such a habit seems 
to me as reprehensible as putting phony degrees after real 
names. 

What surprises me is that you, Sir, as Editor of the British 
Medical Journal, can countenance such a practice. In view 
of the fact that you periodically restrain innocuous outbursts 
of naughtiness on my part from appearing in the British 
Journal of Ophthalmology, 1 assume that you have some 
overall responsibility for all B.M.A. publications, even 
although you may not be concerned with the details of their 
editing. We look to you to preserve standards—not to let 
them down ; and the profession and the public with them.— 
I am, etc., 


Institute of Ophthalmology. 
University of London. 


*" The Editor of the B.M.J. has no_ responsibility 
whatsoever in connexion with Family Doctor and _ its 
associated publications. We would therefore prefer to make 
no comment on the practice to which Dr. H. M. Sinclair 
and Sir Stewart Duke-Elder draw attention.—Ep., B.M.J. 


STEWART DUKE-ELDER. 


Wider Scope for Gluten-free Diets 


Sir,-We have been interested in the report by Dr. 
John W. B. Forshaw (Journal, October 25, p. 1020) of a 
considerable improvement in his patient suffering from post- 
gastrectomy steatorrhoea with the use of a gluten-free diet. 
We have experience of a further surprising benefit from 
such a diet. The following is a brief account of the case, 
which will be published in greater detail later. 

The case we refer to is one of chronic relapsing pan- 
creatitis with extreme calcification of the gland. Steatorrhoea 
of a marked degree was present which was associated with gross 
nutritional disturbance. We considered that his steatorrhoea 
might conceivably be partly pancreatogenous, partly due to mal- 
absorption. He was placed on a gluten-free diet, with resultant 
dramatic improvement shown, for example, by a weight increase, 
maintained over the past three years, of about 40 Ib. (18 kg.) 
from his previous weight of 100 Ib. (45 kg.) and a change over 
these years of the vitamin-A absorption curve from that 
characteristic of extremely poor intestinal absorption to that 
characteristic of a pancreatic deficiency. We have been unable 
to persuade this patient to use gluten again on a trial, but he has 
asked to be excused, for he ascribes all his present good health 
to a gluien-free regime. 

Both our case and Dr. Forshaw’s indicate that gluten 
sensitivity or toxicity may play a part in the clinical mani- 
festations of disorders, other than certain forms of idiopathic 
steatorrhoea. They also suggest that dietary adjustment 
of this somewhat unusual sort may help some cases of pan- 
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creatic disease. This would appear to be a more reason- 
able approach than a current tendency which would link 
in the mind gluten (or its by-products) with idiopathic 
steatorrhoea and nothing else. 

The vitamin-A absorption studies have been carried out as 
part of a study on this problem with the help of a grant-in-aid 
from the Medical Research Council of Ireland, which we wish to 
acknowledge with thanks. 


~—We are, etc., OLIveR FitzGERALD, 
University College, and 


R. P. Towers, 
St. Vincent's Hospital, 
Dublin. D. J. HINGERTY. 


Early Diagnosis of Mental Defect 

Sir,—I was very interested to read Dr. Brian H. Kirman’s 
paper (Journal, November 15, p. 1215) on the diagnosis of 
mental defect in young children. I would agree with him 
that it is usually quite unjustifiable to ascertain a child under 
the age of 5 years as ineducable. I agree, too, that a diag- 
nosis of mental deficiency should never be made on the 
basis of bad or abnormal behaviour in a young child. No 
paediatrician would think of such a thing. 

I disagree, however, with Dr. Kirman’s comment that “ it 
is possible to recognize only severe mental defect at an early 
stage. ... The predictive value of tests under the age of 
5 years is very low.” I have now completed a study which 
proves that exactly the opposite is the case, indicating that 
mental retardation can be diagnosed with a high degree of 
accuracy in the first two years and in many cases long before 
the first birthday. It is true that “ even in severe defect early 
accomplishments are sometimes normal for the age.” Except 
in the case of degenerative diseases, this applies to gross 
motor development only, and all should know that this is 
the least useful field of development by which to assess a 
child.—I am, etc., 


Department of Child Health, 
University of Sheffield. 


Detection of Ovulation 


Sir,—I have only one helpful criticism to make of your 
very excellent annotation (Journal, November 15, p. 1213) 
on the modern problem of how to estimate the exact time 
of ovulation by the “clinistix” method. I would empha- 
size that in my experience any result of putting a clinistix, 
on or without a holder, into the vagina with a view to 
observing the glucose concentration is faulty and very often 
entirely negative when done by the patient, or in the con- 
sulting-room. The test is, however, of great assistance and 
importance if the clinistix is inserted via a Fergusson or 
other speculum directly into the cervical canal. 

I am drawing attention to this latter manceuvre because 
this test has proved of even more value than the Spinn- 
barkeit test, the occult blood test, and the repeated DaPaz 
test of the cervical mucus.—-I am, etc., 

Loadon, W.1. V. B. GREEN-ARMYTAGE. 


R. S. ILLINGWORTH. 


N-Phthalyl Glutamic Imide 


Sir,-N-Phthalyl glutamic imide is a drug with sedative 
properties and very low toxicity sold in this country under 
the proprietary name of “distaval.” .It has been found 
impossible to calculate the traditional LDSO because 
a dose of 5 g. per kg. is well tolerated by mice. The sug- 
gested dose range in man is 25 to 50 mg. two to four times 
daily as a sedative, and 50 to 100 mg. as a hypnotic at 
night. Its effects have been described by Jung,’ Kunz et al.,’ 
Esser and Heinzler,® and Stiark.* 

Jung reported that the drug lowered the B.M.R. of thyro- 
toxic patients, but did not determine whether the depression 
was due to thyroid suppression. Kunz et al. failed to obtain 
depression of the metabolism of mice. Murdoch and Camp- 
bell’ studied the effect of varying doses on the uptake of 
'"T by the thyroid of nine euthyroid patients. 50 mg. in one 
patient produced no effect ; 100 mg. in one patient had a 
questionable effect ; 150 mg. in two patients had a question- 
able effect in one and produced partial suppression in 
another ; 200 mg. given to four patients had a questionable 
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effect in one, produced partial suppression in two, and com- 
plete suppression for less than four hours in one; finally 
400 mg. (four times the highest recommended hypnotic 
dose) produced complete suppression for less than four 
hours in a single patient. They concluded, perhaps rather 
pessimistically, that “it would seem unjustifiable to use the 
drug for long-term sedative or hypnotic therapy, pending 
the results of a more detailed study ... [in] hyper- 
thyroidism.” At the time of the publication of this paper 
we had begun such a study, and in a letter (Journal, 
February 1, p. 280) expressed the view that in thyrotoxic 
patients the effects of distaval were negligible compared with 
those of carbimazole. We have now extended our observa- 
trons. 

Nine thyrotoxic patients have been given single doses of 
400 mg. of distaval, and the effects on the immediate uptake of 
radio-iodine by the thyroid have been measured by the method 
described by Farran.* No definite effect on the uptake could 
be demonstrated in any of the patients. In two patients soporific 
effects were produced by this dose, which is far greater than that 
suggested by the manufacturers. One patient was treated for a 
week with a dose of 400 mg. daily. No effect on the thyroid 
was demonstrated by the above method or by that of Arnott 
et al.’ 


We do not question the accuracy of the observations of 
Drs. Murdoch and Campbell, and are prepared to believe 
that in the occasional patient, treated with doses far beyond 
the suggested range, antithyroid properties may be demon- 
strated by highly sensitive methods. Such findings are of 
no practical importance. We have, for instance, found anti- 
thyroid properties by the above method in the milk of cows 
fed on ordinary pasture.’ If distaval has a goitrogenic effect 
no greater than that of cow’s milk, we feel that the drug 
may be given without fear of any damage to the thyroid 
gland..We are, etc., 

RAYMOND GREENE. 


London, W.1. HELEN E. A. FARRAN. 
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Blood Groups of Mummies 


Sir,—The establishment of a laboratory to investigate 
the blood groups of mummies and the consequent develop- 
ment of new techniques should prove of great value to 
clinical and forensic haematologists as well as anthropolo- 
gists. In your annotation on the subject (Journal, November 
1, p. 1091) you suggest that it is doubtful whether it will 
ever be possible to detect antigens other than those of the 
ABO system in post-mortem material which has not been 
specially preserved. In our view, this suggestion is too 
gloomy. Antigens which appear to be of the Rh system 
were demonstrated by us in muscle obtained from South 
American Indian mummies.’ and pre-dynastic Egyptian 
mummies,’ using the “ inhibition ” technique, slightly modi- 
fied, of Boorman and Dodd.’ These workers have checked 
the accuracy of their technique against recent post-mortem 
material and we have confirmed their results. The proof 
that what we detected were really Rh antigens cannot, of 
course, be complete, because of the impossibility of carrying 
out experiments, to test the technique used, on mummified 
tissue from subjects of known Rh group. However, our 
protocols indicate that the results are difficult to explain on 
any other basis.—We are, etc., 

M. LUuBRAN. 


West Middiesex Hospital, 


Isleworth. 
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Trypanosoma rhodesiense in a Bushbuck 


Sir,—Dr. R. B. Heisch, Mr. J. P. McMahon, and Dr. 
P. E. C. Manson-Bahr are to be congratulated in proving 
at long last (Journal, November 15, p. 1203) that Rhodesian 
sleeping sickness is a zoonosis. In 1925, under the auspices 
of the Rockefeller Institute, I visited Tanganyika and was 
asked by the Governor, Sir Donald Cameron, while watching 
a cricket match at Tabora, how I viewed the problem. I 
replied that two things were necessary. First, an aerial sur- 
vey of the Territory to decide what was to become man-— 
cattle country, and what should remain for the time being 
fly-game country. Second, some human volunteers, now that 
“ Bayer 205” was available, to discover which game har- 
boured strains pathogenic to man. I pointed to the gang of 
prisoners who acted as groundsmen. “ Impossible,” was his 
reply. It was a Mandated Territory. But a few years later 
Dr. J. F. Corson offered himself as a guinea-pig and dozens 
of Africans followed. Now Mr. C. W. A. Guggisberg has 
provided in his own person the last link in the chain of 
liberation. 

I was informed during my last visit in 1952 that the aerial 
survey was just completed.——I am, etc., 


London, CLEMENT C. CHESTERMAN. 


Tuberculous Meningitis after B.C.G. 


Sir,-The paper on “ Tuberculous Meningitis Following 
B.C.G. Vaccination,” by Dr. Mary Kerr and Dr. J. M. 
Dunbar (Journal, October 25, p. 1019), is less remarkable 
for the failure of B.C.G. vaccination to protect from tuber- 
culous meningitis than for the circumstances in which the 
vaccine was used. 

A baby aged 2 months was vaccinated on a single 
unspecified tuberculin test while living in a caravan with her 
mother, father, and brother, all of whom suffered from 
pulmonary tuberculosis. The state of the mother’s disease 
at the time is not recorded, the father’s disease was “ be- 
lieved to be inactive, though it was still being observed at 
three-monthly intervals,” and the brother had sputum- 
negative cavitation in the year of the birth and was still 
receiving chemotherapy. It can therefore justifiably be said 
that the baby was in contact with one or more actual or 
potential infectors. 

It is an axiom of tuberculosis control that contact be- 
tween a susceptible infant or other child or young person 
and an infector should be broken immediately, and where 
B.C.G. vaccination of a non-reactor is contemplated there 
should be an interval of six to eight weeks between break 
of contact and the final pre-vaccinal tuberculin test and 
a similar or longer interval before resumption of contact. 
Such safeguards appear to have been omitted in the case 
reported, and their omission requires explanation, for in 
the absence of recalcitrance by the parents or brother (of 
which there is no evidence) it is hard to understand not only 
why the infant was left in such an environment but also 
why she was vaccinated in it. 

As to the rarity of tuberculous meningitis in children 
vaccinated with B.C.G. it can be said that in Northern 
Ireland in 1953-7, 40,274 infants under 1 year were suc- 
cessfully vaccinated, many of whom were contacts. None 
has yet developed tuberculous meningitis—I am, etc., 


Whitehead, Co. Antrim. H. G. CALWELL. 


Informing the Hospital 


Sik,-With regard to identification of tablets im general 
practice the problem is a common one. Apart from the 
rare case of poisoning, one is often asked to re-prescribe 
tablets in which the patient has great faith when, for various 
reasons, records are not available of the tablets previously 
prescribed. Similarly, in cases sent from hospital when 
patients are on two lots of tablets which are similar, it 
is often difficult to differentiate between the two. This is 
particularly the case with small white unmarked tablets 
such as digoxin, B.P., and phenobarbitone. B.P., a not 
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uncommon combination. The Chemist and Druggist have 
only partially met the situation with the charts mentioned 
by Dr. Jane M. Fullerton (Journal, November 1, p. 1105). It 
cannot possibly hope to cover all tablets, including all white 
unmarked ones. 

My idea to solve the problem is simple. All tablet manu- 
facturers, irrespective of whether they are pharmaceutical 
chemists or merely tablet manufacturers, should be allocated 
a two- or three-code-letter combination, and this should 
be stamped on the tablet, followed by (or on the other side 
in the case of small tablets) the number of the product. 

I am told that it is now possible to mark coated tablets. 


For capsules I suggest a similar marking, or a system of 


differential colour bands, somewhat akin to that used by 
the electrical industry for resistors. This would mean that 
both the source and the name of the product would be 
readily identifiable by means of a code book (or cards) 
which could be distributed to chemists and doctors. 

With therapeutic advances the problem is getting more 
chaotic every day, and it is to be hoped that the industry 
will embark on an overall code system rather than an indi- 
vidual one for each firm.—I am, etc., 


London, W.12. Joun D. W. WHITNEY. 


Oesophageal Stricture 


Sir,—I was most interested in Mr. K. S. Mullard’s letter 
(Journal, November 1, p. 1101) but regret that he has failed 
to grasp the main point in my paper on “ Oesophageal 
Stenosis after Partial Gastrectomy” (Journal, October 4, 
p. 819). The paper related the case histories of two patients 
both suffering from duodenal ulceration, who for the very 
first time developed oesophageal obstruction, at an interval 
of three weeks following Polya gastrectomy. The various 
theories regarding the possible cause of this were discussed 
fully in the text. The well-recognized reflux oesophagitis 
due to acid pepsin was of course considered as a possible 
causative factor, but was ruled out because the gastric 
content was neutral in reaction and its peptic activity nil. 

The main thesis in the paper was to suggest the possibility 
of oesophagitis with stenosis due to the reflux of a jejunal 
secretion of pH 6.5—7.0 in which trypsin could act as the 
irritant factor. This suggestion was supported by the fact 
that, when jejunal contents were excluded from the stomach 
and lower oesophagus by the conversion of the Polya 
gastrectomy to one of Billroth I type, the symptoms of 
oesophagitis disappeared completely. Had the oesophagitis 
been due to the presence of “ gastric mucosa lining the lower 
oesophagus,” as suggested by Mr. Mullard, then the oeso- 
phagitis would have persisted. The fact that it did not 
persist but cleared up completely and the patients have both 
remained perfectly well ever since demonstrates that Mr. 
Mullard’s views regarding aetiology in these two cases are 
untenable.—I am, etc., 

Darlington, Co. Durham. 


K. C. McKEown. 


Buzzers for Bed-wetters 


Sir.—The Staffordshire County Council have provided for 
the past year electrical nocturnal alarms for schoolchildren 
suffering from enuresis. 

In view of Dr. Margaret White’s letter (Journal, Novem- 
ber 8, p. 1165) reporting 45 children successfully treated 
with no failures, it is interesting to compare the results in 
another area. In Staffordshire a total of 48 cases have been 
treated, of whom 38 have been greatly improved or cured, 
and in several of these the child has now been dry for a 
period exceeding six months. There have been four cases 
where the child was not improved following the treatment, 
and one case relapsed. There were three cases where there 
was lack of co-operation on the part of the parent or the 
child. In one of the remaining cases, the child would not 
persist with the use of the machine owing to fear caused by 
the sounding of the bell during the night. The average dura- 
tion of the treatment as mentioned by Dr. White is some 
two or three months. On the whole the results were con- 
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sidered very encouraging by the parents and medical staff. 
and the scheme is being extended. 

In passing it may be noted that the “improved or cured 
rate,” ie. 79%, with the enuresis alarms, compares very 
favourably with the improvement using pituitary snuff 
reported by Holt'—i.e., 8 out of 60 cases improved.—I am, 
etc., 


Schoo! Health Service, 
Stafford. 


H. BinysuH. 


REFERENCE 
1 Holt, K. S., Lancet, 1956, 2, 1334. 


Foreign Body in Endotracheal Tube 


Sir,-Accidents and near calamities due to blocked endo- 
tracheal tubes are probably not as rare as may be 
thought. There must be a natural reluctance on the part of 
many anaesthetists to report their mishaps, valuable though 
such reports should be to their colleagues. 

The letter by Dr. K. A. Stewart (Journal, November 15, 
p. 1226) brings to mind a similar occurrence some months 
ago. The patient, an obese middle-aged woman, was being 
anaesthetized for reduction of a nasal fracture. A rubber 
endotracheal tube was passed, which had been taken from 
a tray containing a number of such tubes with Rowbotham 
connexions attached. Manual inflation with oxygen from 
the reservoir bag met with resistance, and the patient became 
cyanosed. She was resuscitated with difficulty after the 
tube had eventually been removed. Inspection of the endo- 
tracheal tube afterwards showed it to be completely blocked 
by the top of a glass ampoule, firmly wedged in the Row- 
botham connexion. No satisfactory explanation could be 
found as to how it had got there.—I am, etc., 

London, W.1. E. H. RAINER. 


Sweet Tooth and Decay 


Sir,—In view of the conflicting impressions of Mr. F. T. 
Ransom (Journal, September 6, p. 638) and Dr. V. M. 
Usborne (Journal, November 15, p. 1229) on the effects of 
chewing sugar-cane and of the incidence of dental caries it 
is desirable that a large-scale inquiry should be undertaken 
to determine the dental health of the children in the West 
Indies. Meanwhile may I draw attention to the small survey 
made in 1948 by the late J. D. King in the sugar- and 
non-sugar-cane producing areas of Trinidad and British 
Guiana, among children aged 12-14 years’? The non-cane 
districts had an insignificantly larger percentage of carious 
permanent first molars than the cane districts in both 
colonies, and the children in British Guiana had a 
significantly larger proportion of carious teeth than the 
children in Trinidad. The incidence and extent of caries in 
the upper first and second permanent incisors—these teeth are 
generally the most susceptible of those in the anterior part of 
the denture and their labial surfaces are accessible to friction 
during the consumption of sugar-cane—was significantly 
larger in the cane districts of Trinidad than in the non-cane 
districts, but in British Guiana the non-cane districts had an 
insignificantly larger value than the cane districts. The 
incidence of caries in these teeth was greater in Trinidad 
than in British Guiana. The incidence of caries in all the 
fully erupted permanent teeth was high and the activity of 
the disease was of a similar order to that in the urban 
district of the Isle of Lewis and in South-East London 
children. In Trinidad the children from the non-cane 
districts had more gingivitis than those from the sugar-cane 
areas, and in British Guiana the incidence and extent of gum 
lesions was greater in the non-cane than in the cane districts. 
There was a large association between gingivitis and calculus 
deposits, and the advantage of the cane districts was 
probably due to the extent to which cane was able to dislodge 
dental calculus and counteract any other source of irritation. 
Susceptibility to parodontal disease or dental caries was little. 
if at all, affected by sex or race, Negro and East Indian. 

An investigation to discover the effect of increased sugar 
intake on caries in children over a period of two years was 
described in a Medical Research Council Special Report. 
The conclusion arrived at was that, “ provided a child is 
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fed on a diet as good as that of the average children’s 
residential institution in England, a substantial increase in 
the amount of sugar in the diet will not affect the child's 
liability to dental caries within a period of at least two 
years.” 

Recent work on animals suggests that some of the increase 
in the incidence of caries in recent years may possibly be 
due to the rapid growth in popularity of iced lollies and 
similar confections in this country." The authors conclude 
that, “ on the basis of this work, the regular consumption of 
synthetic or natural fruit juices through the medium of 
feeding bottle, dummies, ice lollipops, or acid sweets, is to 
be deprecated.”——I am, etc., 

London School of Hygiene and Tropical Medicine. 

Lendon, W.C.1. 


W. J. Martin. 


REFERENCES 
: King, J. D., and Martin, W. J., Brit. dent. J., 1951, 90, 35 and 63 
2 ——~ Mellanby. M., Stones, H. H., and Green, H. N., The Effects 
of Sugar Supplements on Dental Caries in Children, Spec. Rep. Ser. 


med. Res. Coun. (Lond.), 1955, No. 288. ; 
’ Holloway, P. J., Mellanby, M., and Stewart, R. J. C., Brit. dent. J.. 
1958, 104, 305. 


Aspirin and Gastro-intestinal Haemorrhage 


Sir,—I have followed the correspondence relating to 
aspirin and gastro-intestinal haemorrhage with interest. The 
careful study by Dr. L. Th. F. L. Stubbé (Journal, Novem- 
ber 1, p. 1062) is certainly convincing evidence that aspirin 
can cause bleeding from a normal gastro-intestinal tract. 

However, Dr. J. Dobbing in his letter (Journal, November 
15, p. 1226) surely goes too far in his request for control of 
this drug. It seems to me that aspirin is, in fact, used for 
three different purposes: as a mild “ tranquillizer ” by many 
housewives, as an analgesic, and as an anti-rheumatic agent. 
As a “tranquillizer” aspirin presumably works largely by 
suggestion but is widely used on the basis of self-prescrip- 
tion. This would be difficult to control, except by educating 
the public. As an analgesic there are now many alternatives 
and this use of it might well be stopped by the profession. 
As an anti-rheumatic agent I believe that it is still held in 
some regard, though I am not personally qualified to judge. 

I am, etc., 


Department of Psychological Medicine, 
University of Edinburgh. 


A. D. Forrest. 


I have read with interest the article by Dr. L. Th. F. L. 


Sir, 
Stubbé (Journal, November 1, p. 1062) and letters by 
Dr. John Dobbin and Dr. E. Clayton-Jones (Journal, 


November 15, p. 1226) on aspirin and gastro-intestinal 
haemorrhage. Aspirin has quite frequently proved to exert 
a cortisone-like effect in the production of gastro-intestinal 
haemorrhage all the world over. In my experience, aspirin 
in its powdered form is more apt to produce haemorrhage 
than the whole tablet. 

I am, however, intrigued by Dr. Clayton-Jones’s sugges- 
tion that condiments are “ probably quite as dangerous.” 
1 come from a country where condiments are in use in quite 
considerable quantities every day. Although some condi- 
ments do indeed produce intense local reactions, my experi- 
ence has been that condiments do not have any special 
tendency to produce gastro-intestinal haemorrhage. The 
local reactions they produce are temporary and tend to 
stimulate the appetite and even to improve the digestive 
functions.—I am, etc., 


London, W.2 DOUGLAS DE ALWIS. 


Enteroviruses and Diarrhoea 
Sirn,—In your annotation entitled “Enteroviruses and 
Diarrhoea ” (Journal, September 20, p. 735) it was stated 
that the investigations carried out on children infected with 
E.C.H.O. viruses revealed that in one series of cases’ chil- 
dren infected with viruses but not with pathogenic Escher- 
ichia coli had a 20% incidence of blood-stained stools. 
That dysentery, or a blood-stained diarrhoeic stool, can be 
associated with a virus infection is of importance. Amoebic 
infection is rare in infants. but it would be as well to know 
whether infection with Entamoeba histolytica had been 

excluded in these cases; presumably it had. 
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The pathogenesis of amoebiasis is, as yet, not fully under- 
stood. Possible factors which might be involved—apart 
from the amoebae themselves—include enteric bacteria and 
the state of health of the intestinal mucosal cells. It is here 
suggested that enteroviruses might be added to the list, and 
it would be interesting to know the percentage of cases diag- 
nosed as acute amoebic dysentery, also amoebic hepatitis, 
in which infection with an enterovirus has been excluded. 
The possibility of an enterovirus playing a part in the patho- 
genesis of amoebiasis should not prove difficult to put to the 
test by stool examinations and a study of the antibody reac- 
tion in a series of cases which must include numbers of 
carriers, both of the large and small race, as well as those 
with acute dysentery, alongside controls. I would be most 
grateful for any known data to correlate with the investiga- 
tion of this problem.—I am, etc., 

London School of Hygiene and 


Tropical Medicine, 
London, W.C.1. 


R. G. Birp. 


REFERENCE 
* Ramos-Alvarez, M., and Sabin, A. B., J. Amer. med. Ass., 1958, 167, 147. 


Ploughman’s Elbow 


Sir,—I saw a young man in my surgery the other night 
who had an olecranon bursitis of the right elbow. He said 
that the elbow had occasionally been tender and slightly 
painful over the last six months but that it had swelled up 
only in the last day or two. I found it difficult at first to 
think of a possible cause in a farm worker, the majority of 
whose time is spent driving a tractor. It then occurred to 
me that one no longer “follows the plough” in this 
mechanical age, and on further questioning an answer to 
the problem presented itself. 

In an agricultural area such as this it is an everyday 
sight to see a farmhand sitting on a tractor pulling a plough 
with his head turned to watch the furrows and leaning 
heavily on the right-hand side of the tractor. My patient 
admitted that his ordinary practice is to drive with his left 
hand on the steering wheel and to lean his right elbow on 
the mudguard. I wonder if any of my colleagues have come 
across the same condition ?—-I am, etc.. 


Woodhall Spa, 
Lines. 


James T. W. ROBERTSON. 


“Flat on Your Back ” 

Sirk,—I think that there is a relatively simple explanation 
for this reaction (Journal, November 15, p. 1229), which I 
experience quite frequently. 

When patients attend a doctor they know that in the first 
instance they are going to have an examination. When the 
doctor says, “ Please lie on your back,” the operative word 
for the patient is the word “back” and he immediately 
thinks that the doctor wants to examine his back and so 
turns into the prone position. Similarly if you want to 
examine the patient's back (left side, right side) and ask him 
to “lie on his face” (right side, left side) he will almost 
always do it the wrong way round for the same reason. 

I am, ete.. 
Glasgow, C.3. Davip M. GRAHAM-SERVICE. 
Sir,—-I, too, have remarked Dr. K. G. Bland’s interesting 

observation on a patient’s reaction to the request, “ Please 

lie on your back” (Journal, November 15, p. 1229). The 
difference, however, between my experience and that of 

Dr. Bland’s is that I have always found that if I say, “ Please 

lie on the couch,” the correct position is obtained. 

It would appear that when you add the words “on your 
back,” the patient’s immediate reaction is that something 
different is required of him than just lying naturally on his 
back, and the only other way is to be in the prone position. 
—I am, etc., 

London, E.C.1. H. TAYLOR. 
Sir,—Dr. K. G. Bland (Journal, November 15, p. 1229) 

has the wrong technique. What he should says is, “ Please 

lie flat on your back facing the ceiling with your head on 
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A new adjunct to geriatric care 


The purpose of this preparation is to present in 
convenient and acceptable form a product con- 
taining the vitamins most needed for persons 
beginning to experience symptoms or disabilities 
from the ageing process. 


The formula of ‘Juvel’ has been designed in con- 
sideration of the known defects in the diets of many 
older patients. The vitamins chosen and the quan- 
tities given are related to needs as determined by 
dietary surveys and the known incidence of disease. 


Further particulars on this new product from (Dept. A2) 


FORMULA 


The daily dose of | tablet contains :- 


Vitamin A . ‘ . §,000 i.u. 
Vitamin D . 500 i.u. 
Vitamin B, ° ‘ 2:5 mg. 
Vitamin B, - 25mg. 
Nicotinamide. 50 mg. 
d-a-tocopherol 

acetate (Vitamin E) 10 mg. 
Vitamin C . ‘ 50 mg. 

(In packs of 100 


and 500 tablets) 


UPPER MALL, LONDON, W.6. 
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in the treatment of 
Otitis 


‘Otamidyl ear drops contain dibromopropamidine isethionate 


0-15°, w/v and diamidinodiphenylamine dihydrochloride 0-5°, w/v 
in propylene glycol and are intended for topical application 

in the treatment of otitis externa and of chronic suppurative 

otitis media. ‘Otamidyl’ has a rapid and intense antibacterial action 
against pyogenic cocci, and is also active against some of the 
common Gram-negative bacilli, including Pseudomonas pyocyanea 
and Proteus vulgaris, and many of the staphylococci resistant to 
penicillin and other antibiotics. It has a marked activity 

against a number of pathogenic fungi including species ef candida, 
microsporum, trichophyton and mucor. These properties are 


retained in the presence of pus, blood and tissue debris. 


PRESENTATIONS 
Dropper bottles of 15 c.c. Bottles of 100 c.c. 


Detailed information is available on request. 


MANUFACTURED BY @ MAY & BAKER LTD 


MA 4432 $ 4n M&B brand Medical Product 
DISTRIBUTORS: PHARMACEUTICAL SPECIALITIES (MAY & BAKER) LTD - DAGENHAM 
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the pillow and your feet at the other end.” It may be neces- 
sary to add, “ Army back.” Another interesting reaction 
made by patients often follows the request, “Strip to the 
waist, please ™: they remove their trousers.—-I am, etc., 


Shropshire. C. F. CALDWELL. 


Proper Use of Words 


Sir,—In his thoughtful address on “ Medicine's Challenge 
to the Educator ” (Journal, November 8, p. 1117), the Regius 
Professor of Medicine at Oxford discusses “ firstly, the issue 
of instruction versus education; secondly, the importance 
of the proper use of words.” We might, with De Quincey, 
“detest your... pedantic neologism of firstly’; and a 
former Regius Professor of Physic at Sir George's first 
university gave “firstly” two lines in his “list of words 
which suffer misuse.” 

The third paragraph after a cross-heading “ Proper Use 
of Words” starts: “In taking a history of the patient's 
illness I teach my students that they are eliciting an account 
of the patient’s experience.” The picture is confused. If 
the words are being properly used, Sir George is taking the 
history and simultaneously teaching his students; but one 
sees double (or perhaps red) when one tries at the same 
time to picture the student eliciting an account. One would 
have had a single (and clear) image if Sir George had 
written: “1 teach my students that in taking a history of 
the patient's illness they are eliciting ...” Just before 
that cross-heading we read of the man “who spent three 
years of his life drifting across the North Polar ice, one 
of it with a single companion.” One ice? One life? Or 
“one of them”? [n this and two other recent publications, 
Sir George’s omission of interrogation marks at the end of 
direct questions halts the reader, as does his improper use 
of singulars and plurals (“ neither of these opinions are...” 
(Lancet, January 5, 1957, p. 1)). “The introduction and 
use of unnecessary scientific jargon seems .. .” (Lancet, 
July 26, p. 215). In the singular opinion of a former student 
of Sir George’s who admires his addresses, we should all 
avoid unnecessary jargon and the improper use of words ; 
tatod, Ocparevaoy ceantdv. —1 am, ete., 

Oxford. ; H. M. SINCLAIR. 


An African in Britain 


Sir,—-May I refer to the article by Dr. W. I. B. Onuigbo 
in your issue of November 1 (p. 1085) entitled “An 
African’s Mental Outlook in Britain,” where the author was 
seeking to show that there was no discrimination against 
Africans in Great Britain ? With my experience as a holi- 
day tram/bus conductor (with the Leeds Transport Corpora- 
tion), a conductor or conductress merely says, “ Thank you,” 
or does not, with no reference to the personality, or to the 
conductor's attitude to the passenger. I agree that foreign 
students may tend to look for discrimination where it does 
not exist, but a proof of indiscrimination cannot be claimed 
from “ Thank you” in public transport—as it is almost an 
automatic chorus with most conductors. 

A more revealing and perhaps more useful study could 
be made on a topic like acceptance or rejection at a public 
dance hall, where there is choice and it rests with individual 
dancers, or acceptance in hotels or digs.—-I am, etc., 


Glasgow, C.3 G. D. IKEDIFE. 


Pharmaceutical Houses and the Doctor 


Sir,—I have just disposed of a medical sample left me by 
a representative in what I believe to be a unique manner. 
I managed to “sell” it to the representative of a rival firm 
who had followed hard on his heels into my consulting- 
room. He was so taken up by my sales talk that he even 
forgot to leave me a sample of his own. I have been playing 
this game now for some years, but have not hitherto suc- 
ceeded.—I am, etc., 

Southsea. MICHAEL CHILDs. 
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Obituary 


W. F. T. HAULTAIN, O.B.E., M.C., M.B. 
F.R.C.P.Ed., F.R.C.S.Ed., F.R.C.0G. 
Dr. Theodore Haultain, well known in Edinburgh and 
beyond as an obstetrician and gynaecologist, died 
suddenly in Yorkshire on November 18 at the home 
of his second son. Thus ended the life, at the age of 
65, of one who had had a busy and successful career 
in the same specialty in which his father had excelled. 


When the war began in 1914 William Francis Theodore 
Haultain was studying medicine at Caius College, Cam- 
bridge, to which he had gone up from Edinburgh Academy. 
He joined the Red Cross, but was sent back to Edinburgh 
to finish his clinical course, so that he graduated M.B., 
B.Ch. in 1916. From then until 1919 he was in the R.A.M.C., 
rising to the rank of lieutenant-colonel. As medical officer 
to the 29th Lancers he was awarded the M.C. in France 
after the battle of Cambrai, and, later, was appointed O.B.E. 
for his fine work in Palestine. On returning home, Haultain 
studied for a short time in Aberdeen under the late Professor 
R. G. McKerron, took the F.R.C.S. of Edinburgh in 1922, and 
then became clinical tutor to the late Dr. W. Fordyce in the 
Royal Infirmary, Edinburgh. Appointments to the con- 
sultant staff of the old Simpson Maternity Hospital and to 
the Royal Infirmary soon followed. In 1932, at the untimely 
death of Dr. Hugh (Dainty) Davidson at the age of 51, 
Haultain succeeded to the charge of a gynaecological ward— 
he was already a senior in the Simpson Maternity Hospital, 
which joined up with the Infirmary in 1939. Prior to the 
introduction of the Health Service in 1948, a “ chief” had 
to leave “ The Royal” after fifteen years in that capacity, 
or at age 65 years—whichever was the sooner; and so it 
was that Theodore (as we all called him) had to leave his 
wards at the early age of 54 in 1947. In the following year 
the Health Service was inaugurated and Haultain took charge 
of the gynaecological and obstetrical wards both at Bangour 
and at the Eastern General hospitals. These appointments 
were held till he retired at the age limit in March, 1958. He 
was elected F.R.C.O.G. in 1934 and F.R.C.P. of Edinburgh 
in 1945. 

In his time Haultain was external examiner in the Uni- 
versities of Aberdeen, St. Andrews, and Glasgow ; he was 
president of the Edinburgh Obstetrical Society ; and he was 
an Honorary Fellow of the American Association of 
Obstetricians and Gynaecologists At the Annual Meeting of 
the B.M.A. in Glasgow in 1954 he served as a vice-president 
of the Section of Obstetrics and Gynaecology. He published 
many articles in the medical press, and his textbook Practical 
Handbook of Midwifery and Gynaecology (written jointly 
with C. D. Kennedy) has run into several editions. Essentially 
a man of a cheery, friendly nature, whose genuine delight 
was to help others—particularly those of the younger genera- 
tion—Haultain was very popular with all his colleagues, and 
his constant interest in all undergraduate activities was 
widely appreciated. Keen on rugger, he was proud of 
having had the position of president of the Edinburgh 
Academical Football Club. For many years, too, Haultain 
was the secretary of the Royal Colleges Golf Club, and to 
him was due the success of its meetings. Being a public- 
spirited man, he served on many committees, including the 
regional board of the area and the Central Midwives Board, 
of which he was deputy chairman for a time. 

In spite of his busy life, Haultain seemed, until recently, 
quite tireless, so marked was his enthusiasm for all he 
undertook. His friends were legion, and to them the kindly 
hospitality of Haultain and his wife was freely offered and 
will be recalled with deep gratitude. That never-failing, 
happy greeting from Theodore will be greatly missed—we 
are the poorer for his loss. To his widow, daughter, and 
two sons is extended the deepest sympathy.—-E. C. F. 
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S. LOUISE FRASER, M.B.E., M.D. 


Dr. S. Louise Fraser, formerly honorary obstetric sur- 
geon to the York Maternity Hospital, died at a Bourne- 
mouth nursing-home on October 14. She was 84 years 
of age. 

Sarah Louise Fraser was born at Inverness on January 
28, 1874, and was educated at Inverness and Notting Hill 
High Schools and at Bedford College, London. She studied 
medicine at the London (Royal Free Hospital) School of 
Medicine for Women, and graduated M.B., B.S. from Lon- 
don University in 1900, proceeding to the M.D. in 1908. 
Part of Dr. Fraser’s early professional experience was 
gathered at the York Dispensary, which then employed three 
resident doctors whose work in effect was to provide a free 
domiciliary service for the poor of the city. In 1906 she 
started her own practice in York, and soon afterwards she 
was elected to fill a vacancy on the honorary staff of the 
dispensary, where she held a weekly clinic for women and 
children, and became an ex officio member of the board of 
directors. 

At that time York had no maternity hospital, but Dr. 
Fraser persuaded her fellow-directors to launch a_ public 
appeal for subscriptions, and as a result, in 1908, the Ogle- 
forth Maternity Home came into being in a house capable 
of accommodating five patients. As time went on neigh- 
bouring houses were added to the home until, in 1923, it 
was handed over to the local authority. From Dr. Fraser's 
concern about the health of the babies born in the home 
came her idea of an infant welfare scheme in York, and 
again she was fortunate to have the support of the board 
of directors of the dispensary. At first the results from the 
scheme seemed disappointing to her, but, when steps were 
taken to provide free meals for the mothers attending the 
infant welfare centre, the good effect on the babies’ health 
was soon discernible. 

During the first world war Dr. Fraser was medical officer 
at the Nunthorpe Hall auxiliary hospital, and for her ser- 
vices was appointed M.B.E. in 1920. From 1926 she began 
to spend much of each year abroad, but in 1938 she returned 
to England and thenceforward lived at various places, ulti- 
mately at Bournemouth. Even at an advanced age she still 
retained a keen interest in medical matters and in the pro- 
fession which she had served so well. 


F. G. LESCHER, M.C., M.D., F.R.C.P. 


Dr. F. G. Lescher, consulting physician to the Derby- 
shire Royal Infirmary, died at his home at Mackworth, 
near Derby, on November 12. He was 70 years of age. 


Frank Graham Lescher was born on May 19, 1888, and 
was educated at Stonyhurst and at Caius College, Cam- 
bridge, where he obtained a second class in the Natural 
Sciences Tripos in 1910. From Cambridge he went on to 
St. Bartholomew's Hospital. qualifying in 1913 and gradu- 
ating M.B., B.Chir. in the following year. At Bart’s he was 
house-physician to Dr. (later Sir Walter) Langdon-Brown 
and he was also senior house-surgeon at the West London 
Hospital. Having joined the R.A.M.C. in 1914, he gave 
distinguished service as a medical officer to a field ambu- 
lance, winning the Military Cross with two bars and attain- 
ing the rank of major. In 1918 he was taken prisoner. 
On return to civilian life he proceeded to the degree of 
M.D. and settled in practice in Derby, where he was ap- 
pointed assistant physician to the Derbyshire Royal Infirm- 
ary. Becoming full physician in 1931, he continued to serve 
the hospital until his retirement in 1954. In his later years 
he was consulting physician to the Burton-on-Trent General 
Infirmary and to the Derby City Hospital. Having gained 
the Membership of the Royal College of Physicians in 1934, 
he was elected to the Fellowship ten years later. 
torial officer, he was for a time A.D.M.S. to the 46th North 
Midland Territorial Division, and during the second world 
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war he was a group medical officer in the Emergency Medi- 
cal Service. Dr. Lescher leaves a widow and two daughters. 

A colleague writes: Beginning in general practice, Dr. 
Graham Lescher later confined himself to consulting work. 
in which his ability was recognized and valued throughout 
a wide area. But essentially he put his hospital work first. 
He was a sound physician with a leaning towards neurology. 
Many resident medical officers profited by his teaching, and 
his colleagues could always benefit by discussing medical 
problems with him. He published a number of valuable 
papers. From 1922 to 1927 he was honorary secretary of 
the Derby Division of the B.M.A. and eventually chairman 
(1935) and also president of the Derbyshire Branch (1937). 
But he directed his main energies to the work of the scien- 
tific medical societies in Derby and the East Midlands, in 
whose meetings he frequently took active part. He was par- 
ticularly good at demonstrating a clinical case. A man of 
considerable energy, he did not let his outside duties inter- 
fere with his hospital or private work. He played golf with 
his colleagues and later on became an enthusiast for fishing. 


H. M. WILSON, O.B.E., M.B., B.Chir., F.R.A.C.S. 


Mr. H. M. Wilson, consulting surgeon to the Hastings 
Memorial Hospital, New Zealand, and a_ former 
president of the New Zealand Branch of the B.M.A., 
died at his home at Havelock North on November 12. 
He was 82 years of age. 


Harry Montefiore Wilson was born in the province of 
Hawke's Bay in New Zealand, the son of Mr. H. C. Wilson, 
of Napier, who fought in the Maori wars as a member of 
the armed constabulary. From the Collegiate School, 
Wanganui, Harry Wilson entered Trinity Hall, Cambridge. 
in October, 1895, obtaining his B.A. three years later. He 
then went on to St. Mary's Hospital for his clinical training, 
and graduated B.Chir in 1902 and M.B. in 1906. Before 
returning to New Zealand he held the appointments of 
house-physician at St. Mary’s Hospital and house-surgeon 
at the Birmingham General Hospital and the Hospital for 
Sick Children, Great Ormond Street. In 1903 he became 
assistant medical officer at the Wellington Public Hospital. 
New Zealand, and two years later resident medical officer 
at the Napier Hospital. From 1908 to 1911 he was in prac- 
tice, first at Waipukurau and then at Waipawa, both in the 
province of Hawke's Bay. He settled at Hastings in 1911. 
becoming honorary surgeon to near-by Napier Hospital and 
helping to found the Memorial Hospital at Hastings. Dur- 
ing the first world war he served as a captain in the 
N.Z.M.C. In 1927 he became a foundation Fellow of the 
Royal Australasian College of Surgeons. A member of the 
British Medical Association for 53 years, he was chairman 
of the Hawke’s Bay Division in 1922-3 and again from 1948 
to 1950, and president of the New Zealand Branch in 1941-2. 
He was appointed O.B.E. in the 1951 Birthday Honours. 
He is survived by a son and four daughters. 


A. E. HAY, M.R.C.S., L.R.C.P. 


Dr. A. E. Hay, who was in general practice in the Isle of 
Wight for most of his professional life, died at his home 
at Brading, in the island, on October 19, the day after 
his 80th birthday. 


Arthur Edgar Hay was born at Felpham, Sussex, and 
was educated at the Elizabeth College, Guernsey, King’s 
College School, Wimbledon, and King’s College, London. 
Qualifying in 1904, he held the appointments of house- 
surgeon, house accoucheur, and house-physician to the 
women and children’s department at King’s College Hospital 
and house-surgeon and casualty house-surgeon at the 
Queen's Hospital for Children, Bethnal Green. He then 


settled in Cowes, in the Isle of Wight, where he built up a 
large family practice and acted as an honorary medical 
officer to the Frank James Memorial Cottage Hospital. He 
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New manufacturing technique brings 
significant increase* 
in initial acid adsorption 


INTRODUCING DROXALIN- GEL 


Rapid adsorption of gastric hydrochloric acid Using the well established Droxalin formu- 
lation a new and exclusive manufacturing 
technique has produced in DROXALIN GEL 
obtaining relief in peptic ulcer pain. 

an antacid possessing this significant increase 


* In two minutes a single teaspoonful (3.5 mls.) in initial acid adsorption. The advantages of 
of DROXALIN GEL will neutralise 50 mis. of ‘Wicker acting DROXALIN GEL in peptic ulcer 
¥ therapy and hyperacidity will be readily 
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was also the local Poor Law medical officer and public 
vaccinator. He lived and worked at Cowes until 1944, when 
continuing ill-health compelled him to curtail his activities 
considerably, and he went to live in the village of Brading. 
There he soon established himself just as successfully as in 
Cowes, though of necessity on a much smaller scale. Ten 
years later, in 1954, a further deterioration in health forced 
him to retire completely. He leaves a widow, one son, and 
three daughters, to all of whom we offer our sympathy. 


J. J. OD. writes: Dr. Hay was a shining example of all 
that is best in the family doctor tradition of this country. 
To hundreds of families and for many years he was not 
only “the doctor” but also the guide, philosopher, and 
friend, and he achieved that enviable position by the simple 
process of mixing, quite subconsciously, the ingredients of 
competence and conscientiousness with those of cheerfulness 
and generosity. His large practice was matched only by his 
own capacity for hard work: though he led an extremely 
full and busy life, he was never too rushed to spare a few 
moments for conversation, never too tired to be cheerful, and 
never too irritated to be good-tempered. Despite his own 
heavy commitments he was ever ready to come to the aid of 
a harassed colleague, especially one junior to himself ; and 
his arrival, almost invariably accompanied by an amusingly 
told and reassuring tale of a similar occurrence in his own 
practice, raised morale and relieved the situation. He was 
devoted to his family and they to him, and within the family 
circle he attained a happiness and contentment of mind that 
were a joy to witness. He will be sadly missed by them as 
well as by a multitude of patients who will mourn the 
passing of a fine doctor and a truly great character. 


IVOR CHANCE, M.B., BS. 


The obituary of Dr. Ivor Chance was published in the 
Journal of November 15 (p. 1234). 


Ivor Chance possessed an amazing 
capacity for friendship. He endeared himself to all who 
knew him, irrespective of class or background. His 
Christian faith was simple and childlike and expressed itself 
in a life that was truly dedicated to his fellow-men. He 
loved people and always aimed to heal the whole man. 
He entered wholeheartedly into the life and work of his 
Church. Whatever he undertook, whether in his profes- 
sional sphere or in private life, he did with the utmost 
enthusiasm, and he had the capacity for infusing in others a 
comparable zeal. Fearless in his denunciation of injustice 
of any kind, he had a particular dislike for anything that 
savoured of cant or hypocrisy. He was blessed with a great 
capacity for fun: aided by his sense of humour he was able 
to meet and overcome many difficult situations. A true 
man of God, he lived out in his daily life his own inward 
personal faith, and he earned for himself the designation 
given in the Scriptures to St. Luke—* A beloved physician.” 


D. B. G. and D. W. D. write: It was our privilege to meet 
Ivor Chance when he commenced his medical studies with us 
at the Middlesex Hospital medical school in 1941, and our 
lifelong friendship which followed was inevitable. He 
had an unfailing sense of duty to his patients and friends, 
and was fundamentally sincere in all he said and did. He 
had an extraordinary ability to make friends in all walks of 
life, regardless of age, creed, or colour. His firm Christian 
faith, tireless energy, and great sense of humour enabled him 
to live a full, though sadly short. life and to overcome cheer- 
fully all obstacles and disappointments. These qualities, 
coupled with his clinical ability and perseverance, inspired 
the love and respect of colleagues and patients alike. The 


A friend writes: 


memory of Ivor Chance’s way of life is sure to remain a re- 
freshing example to those who knew him. We extend our 
sincere sympathy at his untimely passing to his family, and 
especially to his wife, who shared his many ideals and 
Christian conviction and was able to contribute so much to 
his work as a medical missionary during their three years in 
Uganda. 
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INTERIM PAY AWARD 


Sir HuGH LinsTEAD (Putney, Con.) asked the Minister of 
Health on November 20 what action, in the light of his 
recent estimate that the Royal Commission would not report 
until next summer, he proposed to take in respect of the 
remuneration of doctors and dentists employed in the Health 
Service. Mr. D. WALKER-SMITH stated that the Government 
proposed to make a further interim increase of 4% in the 
current basic remuneration of doctors and dentists in the 
National Health Service with effect from January 1, 1959. 
This interim increase would, of course, be without prejudice 
to the recommendations of the Royal Commission, but he 
had consulted the chairman and he had informed him that 
it would not embarrass the Commission in any way. The 
method of distributing the additional remuneration would 
be discussed with the two professions. 

Mrs, LENA JeGeR (Holborn and St. Pancras South, Lab.) 
referred to this reply on November 24, when she said it 
had given in the country the impression that these rather 
stingy and ad hoc handouts to the medical and dental 
professions indicaied a complete lack of Government policy 
for the Health Service. Could the Minister of Health say that 
in these days of expanding economy this concession could 
be taken as encouragement by all the other ancillary workers 
who had claims before the Minister and who were entitled 
to better treatment from the Minister? Mr. WALKER- 
SmitH said that if the country had formed any such 
impression it would be an erroneous one through a wrong 
understanding of the facts. This was neither stingy nor 
piecemeal. It was a 4°, increase costing £5m., and was 
given because the Royal Commission was taking longer to 
report than was originally thought probable. 


OTHER ANSWERS TO QUESTIONS 


Queen Mary’s Hospital, Carshalton 


Mr. Eric FLetcHer (Islington, East, Lab.) asked the 
Minister of Health on November 17 whether he was aware 
of the feeling among parents and others against the proposal 
to close Queen Mary’s Hospital for Sick Children, Car- 
shalton ; and whether he would reconsider the matter. Mr. 
WALKER-SMITH said that he had received representations 
from several sources about the proposal to change the use 
of this hospital, and he would certainly take these and all 
relevant factors into account before coming to a decision. 

Mr. FLETCHER asked if the Minister would bear in mind 
that for many years this hospital had enjoyed a high reputa- 
tion among parents for its special work among children. 
There would be great concern among parents if it were 
closed. Mr. WALKER-SMITH said there was no proposal to 
close the Queen Mary’s Hospital, as might appear from Mr. 
Fletcher’s question. The proposals were merely concerned 
with the change of use. He readily accepted that the 
hospital had a high reputation, but it was nearly half empty 
because of the welcome fall in the need for the accommoda- 
tion for children. Mr. KENNETH ROBINSON (St. Pancras, 
North, Lab.) said there was a desperate need at Fountain 
Hospital, which had an equally high reputation, for decent, 
modern accommodation. Mr. WALKER-SMITH said he had 
that very much in mind. 


Crawley Hospital 

Mr. F. GouGu (Horsham, Con.) asked what progress had 
been made in the building of Crawley Hospital; and on 
what date it was anticipated the hospital building would be 
completed. Mr. R. H. M. THompson, Parliamentary Secre- 
tary to the Ministry of Health, stated that tenders had been 
invited for the first stage of building, with a view to work 
starting before the end of the financial year. It was 
estimated that this work would take about two years. 
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Mr. GouGu described the whole story of Crawley Hos- 
pital as a real public scandal, and an epic of bureaucratic 
muddle, stubbornness, and stupidity. He had been given 
assurance after assurance and promise after promise since 
September, 1954, during which time the population of 
Crawley had grown by 26,000. Would the Minister instigate 
an interdepartmental inquiry to look into the matter? = Mr. 
THOMPSON replied that the Minister did not feel that an 
inquiry was called for. This was a very large and costly 
scheme, and involved planning on a most extensive scale. 
The first stage was under way. 


Edinburgh Hospital Schemes 

Details of the schemes for new hospital building, and for 
the modernization of hospitals in Edinburgh, were given on 
November 18 by Mr. J. Nixon Browne, Under-Secretary of 
State for Scotland, in answer to questions by Mr. J. Hoy 
(Leith, Lab.). Building schemes, amounting in all to 
£1,400,000 already submitted and approved, were in hand 
or about to start, he said. These are: 


New Hospital Building in Edinburgh 


Estimated Provision 
Hospital Scheme Building made in 
Cost | 1958-9 
£ £ 
Western General | Neurosurgical unit 341,000 100,000 
Hospital | Theatre block (phase 1) | 97,000 | 23,200 
suite( ,, IL) 95,750 | 1,000 
New boilerhouse 108,429 850 
bacteriology lab- 
oratory 126,000 3,000 
Edinburgh Royal | Reconstruction and 
Mental Hospital | development $22,925 10,000 
Gogarburn Institu- | New ward block 52,000 6,000 
tion 
Edinburgh Royal New biochemistry lab- 
Infirmary oratory ‘ | 51,000 15,000 
Queen Mary Mater-  12-bedded maternity | | 
nity Home unit : 17,540 2,000 
£1,411,644 £161,050 


In addition details of modernization schemes provided for 
during the current financial year and costing £364,487 were 
also tabulated. 

Future of Royal Infirmary 


Mr. A. Woopsurn (Clackmannan and East Stirlingshire, 
Lab.) called attention to the need for a more speedy re- 
development of the Royal Infirmary, Edinburgh ; and asked 
whether the Secretary of State was satisfied that its bed 
accommodation was not being too much diverted to non- 
medical cases. Mr. Nixon BROWNE replied that the Secre- 
tary of State was well aware of the problem, which was 
being urgently examined at his request by a joint planning 
committee representing hospital and teaching interests and 
the department. This hospital, like other large teaching 
hospitals, faced the problem of the continuing care of 
patients who no longer required highly specialized facilities. 
The planning committee would have this problem very much 
in mind in laying down the lines for future hospital develop- 
ment in Edinburgh as a whole. 

Mr. Woopsurn said this was one of the most famous 
hospitals in the world. Accusations that it was being used 
as a home for old people were causing great perturbation. 
Questions had appeared in the press about whether the 
hospital would be diverted from its proper purpose to 
become a home for old people. Mr. BROWNE replied that 
the Secretary of State would not wish any such impression 
to get abroad. This was a big problem, and there were 
many views on it. It would be wise to await the decision 
of the planning committee. 


Scottish Cancer Services 
Mr. W. HANNAN (Glasgow, Maryhill, Lab.) asked what 
progress had been made in giving effect to the circular 
setting up the organization of Scottish cancer services ; 


MEDICAL NOTES IN PARLIAMENT 


BRITISH 
MEDICAL JOURNAL 


and, in particular, what means had been adopted for the 
earlier diagnosis of malignant disease. Mr. NIXON BROWNE 
told him that a registration and follow-up system for all 
cases of malignant disease had now been instituted in each 
of the five hospital regions in Scotland, and regional cancer 
committees had been established to keep facilities for diag- 
nosis and treatment under review. Early diagnosis was 
possible only if medical advice was sought at the earliest 
possible stage, and the Secretary of State had no doubt that 
the regional committees would consider the best means of 
securing this. 
Mental Defectives in Scotland 


Mr. Hector HuGuHes (Aberdeen North, Lab.) asked the 
Secretary of State how many mentally defective patients 
were detained in Scotland, what steps were being taken to 
ensure that the condition of each was periodically reviewed 
with a view to release ; and how many had been released. 
Mr. J. S. Mactay stated that at September 30 there were 
5,732 patients under detention and 2.542 under guardianship. 
Patients were detained on the initiative of the parents or of 
the local authority with the parents’ consent, or by order 
of the Sheriff. The need for detention was subsequently 
reviewed by the General Board of Control. He had no 
statutory authority in these matters. In the first nine months 
of 1958, 100 patients were discharged and 127 released on 
licence. 

Classified by age groups, the figures are: 


Number Aged 


Under 2/9 | Over 
| | 16-24 | 25-34 | 35-44 | 45-54 | 55-64 
On Institution Registers 
Male... | 577 | 804] 669! $32] 350 118 53 | 3,103 
Female | 375 | 569/| 527 505 | 388 182 83 | 2,029 
Total 952 | 1,373 | 1,196 | 1,037] 738 | 300 | 136 | $,732 
Under Guardianship 
Male 26 420; 294) 269) 204 109 | 24 | 1,346 
Female 1S | 307| 232! 244] 218 133 | 47 | 1,196 
Total | 41 727| $26| $13 | 422 | 242 m | 2,542 


Deaths from Leukaemia 


Mr. FRANK ALLAUN (Salford, East, Lab.) asked the Prime 
Minister what investigation had been undertaken by the 
Atomic Energy Research Establishment or the Medical 
Research Council to inquire to what degree any significant 
difference had been found in the content of strontium-90 in 
the bones of children dying from leukaemia or bone cancer 
compared with those dying from other causes in Great 
Britain; whether he would request such investigations if 
not already undertaken, and whether the results would be 
published. Mr. H. MACMILLAN stated on November 18 that 
in the course of a nation-wide survey of the strontium-90 
content of human bone a certain number of specimens of 
bones of children who died from leukaemia had been 
examined. The results obtained from the survey so far 
had not demonstrated a difference between these bones 
and comparable specimens obtained from children dying 
from other causes. None of the bones examined had come 
from a case of bone cancer. Should any significant 
relationship be observed between the level of strontium-90 
and the cause of death a special report would be published. 


Atmospheric Pollution 


Mr. S. SWINGLER (Newcastle-under-Lyme, Lab.) asked on 
November 18 what progress was being made in reducing 
the causes of atmospheric pollution. Mr. J. R. BEviNs, 
Parliamentary Secretary, Ministry of Housing and Local 
Government, said that dark smoke from chimneys was, with 
certain exceptions, now prohibited; there was a statutory 
obligation in force to take all practicable means to 
minimize grit and dust from industrial furnaces; the 
number of smoke control areas in operation or preparation 
was growing at a steady rate ; and pollution by noxious or 
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a new, effective treatment in 
a wide range of psychiatric disorders 


Fentazin 


4 broad-span effectiveness 


@ fective in anxiety and tension states 


@ effective in nausea and vomiting 
@ effective in psychoneuroses 


@ effective in psychoses 


Fentazin is remarkably effective for the treatment of a wide range 
of psychiatric disorders. Fentazin is several times more active than 
older phenothiazines, and is effective in proportionately smaller 
dosage. Side-effects are greatly reduced: indeed, Fentazin in recom- 
mended dosage produces virtually no side-effects. 

Because it is so safe, Fentazin may be used for the routine manage- 
ment of anxiety and tension states. Because it is so active, it is 
effective in even severe psychoses. Fentazin safely spans the field 
from anxiety to schizophrenia. Fentazin tablets contain 2 mg., 
} mg., or 8 mg. perphenazine. Supplied in bottles of 50 and 500 


tablets of each strength. Fentazin Injectidh contains 5 mg. per- 


phenazine in each c.c., supplied in boxes of 5 x 1 c.c. ampoules. 
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... and it is this dual effect, this power to control local 


infection and stimulate the growth of new tissue which, 


more than anything else, characterises Cicalrin, Moreover, 


‘icatrin, containing as it does bacitrucin and neomycin 


(the combined effect of which is bactericidal and bacicrio- 


static), renders unnecessary the use of antibiolics more 


valuable in systemic use. At the same time Cicatrin is 


effective against most pathogens including those resistant 


to penicillin and other antibiotics. One of the very greut 


advantages of Cicatrin is its convenience in emergencics and 
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amino acid antibiotic therapy 
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offensive cases, which was controlled under the Alkali Act, 
was showing a significant fall. The department was 
directly responsible for giving technical advice only where 
the process was subject to control under the Alkali Act. 
Information indicating where local authorities, industry, 
and householders could obtain technical advice was given 
in the three memoranda on the Clean Air Act published by 
the department. 

Mr. G. Naparro (Kidderminster, Con.) wanted to know 
what progress had been made by the Department of 
Scientific and Industrial Research and other research 
agencies in ascertaining means of purifying exhaust fumes of 
diesel-powered road vehicles, prior to emission ; and, having 
regard to the rate of increase of carcinogenic diseases 
commensurate with the increase of such vehicles, and also 
support for clean air policy, what further Government action 
in the matter was proposed. Mr. HARMAR NICHOLLS, 
Parliamentary Secretary, Ministry of Werks, said the 
department had done no research on the purification of 
exhaust fumes from diesel-powered road vehicles; but 
results of work carried out elsewhere had shown that the 
greater part of the smoke from diesel engines could be 
prevented by proper adjustment, running, and maintenance. 
The Medical Research Council had no evidence at present 
to suggest that exposure to diesel fumes was a contributory 
factor in the causation of cancer. 


Doctors’ Emigration 


Dr. DoNaLD JOHNSON (Carlisle, Con.) asked the Minister of 
Health on November 24 if he was aware of the increasing 
numbers of established doctors who were leaving general 
practice under the N.H.S. to emigrate; and whether he 
would make appropriate inquiries into this trend. Mr. 
WALKER-SMITH stated that he had no reliable evidence of 
any increase in the emigration of general practitioners, but 
would gladly study any which Dr. Johnson could produce. 
Information on the emigration of doctors and dentists 
generally submitted by the Government to the Royal Com- 
mission was published in the Commission’s Minutes of 
Evidence 14-15 for 17-18 April, 1958. Dr. JoHNSON said 
there was a feature in the B.M.J. which showed this trend. 
If he sent it to the Minister would he consider it? Mr. 
WALKER-SMITH replied that he would. He would be glad to 
consider any evidence. Mr. J. TiLNey (Liverpool, Wavertree, 
Con.) said: that, if such emigration was to parts of the 
Commonwealth that were short of doctors, should it not be 
encouraged ? Mr. WALKER-SMITH said that his responsibility 
was to provide a Health Service in this country. He was not 
unmindful of the considerations referred to by Mr. Tilney. 


Addiction to Unrestricted Drugs 


Mrs. Harriet SLATER (Stoke-on-Trent, North, Lab.) asked 
if the Minister’s attention had been drawn to the article in the 
B.M.J. on * Addiction to Unrestricted Drugs,”* and what 
action he proposed to take on the problem raised. She 
also asked if any further consideration had been given to 
the restricting of carbromal drugs. Mr. WALKER-SMITH- 
The Secretary of State for Scotland and I have invited the 
Interdepartmental Committee on Drug Addiction to 
consider and advise us upon the problem of preparations, 
including carbromal preparations, which are outside the 
scope of the Dangerous Drugs Act but which may be liable 
to produce addiction or to be habit-forming. The committee 
have not yet concluded their consideration of this question. 

Mrs. SLATER said the article was a responsible one, which 
gave case histories of people who had been affected. Would 
the Minister speed up both the consideration by the 
committee and some action to place the drugs on the 
Poisons List? Mr. Watker-SmirH—It is certainly a 
responsible article, but it does not add to the information 
before the committee, who are proceeding as rapidly as 
their wide duties permit. Making a drug a poison was a 
matter for the Poisons Board. 

*British Medical Journal, October 18, p. 950. 


MEDICAL NOTES IN PARLIAMENT 


Dr. EprrH SUMMERSKILL asked if the Minister would 
consider enlarging the terms of reference of the committee 
with a view to improving the machinery devised to examine 
the various products that were coming on the market. 
Surely the machinery was not adequate to cope with the 
increasing number of products being put out by the 
proprietary houses. Mr. WALKER-SMITH pointed out that 
the terms of reference were already wide, in that they 
required the committee to consider whether any revised 
advice they gave on narcotic drugs should extend to other 
drugs which were liable to produce addiction or were 
habit-forming. 

Mr. SOMERVILLE HaAsTINGs (Barking, Lab.) asked that the 
Minister should keep in mind the possible danger to patients 
of unnecessarily restricting the freedom of action of medical 
practitioners. Mr. WALKER-SMITH said that was another 
question. Guidance was given, he thought acceptably, to 
the medical profession. 


Medico-Legal 


ERROR IN DIAGNOSING CANCER 
[From oUR LEGAL CORRESPONDENT] 


A principle, of which out of sympathy it is easy to lose 
sight, is that a mistake, medical or otherwise, which causes 
injury is not necessarily negligent. This was illustrated by 
the recent dismissal in the Court of Appeal (The Times, 
November -19) of an appeal by Mrs. Crivon, of Offham 
Slope, Finchley, from the dismissal by Mr. Justice Hilbery 
of an action in which she had alleged negligence against 
the Barnet Group Hospital Management Committee, the 
North-west Metropolitan Regional Hospital Board, the late 
Mr. H. R. Segar, and Dr. D. M. H. Cogman. 

Mr. Segar had operated on Mrs. Crivon in May, 1950, 
for the removal of a small lump in her breast. Dr. Cogman 
made a pathological examination of a specimen of the 
lump and reported that he thought it to be cancer. In 
consequence Mrs. Crivon went to Mount Vernon Hospital 
and was subjected to deep x-ray therapy for a considerable 
time. Meanwhile further pathological examinations were 
made. Senior pathologists at Wellhouse Hospital found 
no evidence of cancer, and the pathologist at Mount Vernon 
did not think there was any malignant cancer. The deep 
x-ray therapy was therefore stopped, but Mrs. Crivon’s 
skin was marked and the surface destroyed, she was exposed 
to the possible consequences of deep x-ray therapy, and was 
subjected to the distress, pain, and worry which it involved. 

Mrs. Crivon, who conducted her appeal in person, 
complained that in a matter of such importance to her 
Dr. Cogman should have taken a second opinion before 
his diagnosis was acted on. But the evidence of Professor 
R. W. Scarff was that he was not prepared to say the 
diagnosis had been wrong, and he might on the slide in 
question have come to the same conclusion himself. Once 
a carcinoma had been diagnosed speed of treatment was 
essential, said Lord Denning delivering the Court of 
Appeal’s judgment, and the fact that a second opinion was 
not taken and that no further check was made when she 
went to Mount Vernon did not in the view of the Court 
of Appeal make out a case of negligence. A wrong 
diagnosis was unfortunate, but on the evidence the judge 
had been justified in finding that there had been no 
negligence in the diagnosis or consequent upon it. 

Mrs. Crivon’s appeal was accordingly dismissed. 


CLAIM AGAINST NORTHERN IRELAND 
TUBERCULOSIS AUTHORITY 
[FRoM OUR LEGAL CORRESPONDENT] 
On October 20 Lord MacDermott, the Lord Chief Justice 
of Northern Ireland, dismissed an action by Dr. 
Joseph Norris Whyte, of Antrim Road, Belfast, against the 
Northern Ireland Tuberculosis Authority (Northern Whig, 
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October 18). Dr. Whyte, one of the Authority's consultants, 
had claimed that his contract with the Authority did not 
entitle them to assign to him the duty of examining for 
tuberculosis candidates for the Royal Ulster Constabulary, 
and that he was entitled to receive fees for so doing. 

Until 1954 candidates were examined by the Con- 
stabulary'’s doctor, and certain of them were then sent for 
chest x-ray. By informal arrangement with the secretary 
of the Authority Dr. Whyte read the x-rays and reported 
on them. The reports went to the police, and the Authority 
received one-third and Dr. Whyte two-thirds of a guinea 
for each report. After 1954 the police ceased paying the 
Authority, and the two-thirds payment to Dr. Whyte stopped 
in consequence. Dr. Whyte’s case was that his function 
in making the x-ray examinations and reports was not the 
prevention of tuberculosis and promotion of public health 
but simply to see whether the candidates were fit to be 
recruited into the Constabulary. The Authority’s case was 
that the work fell within the scope of the hospital and 
specialist services which the Authority was required to pro- 
vide under the Public Health (Tuberculosis) Act (Northern 
Ireland), 1946, and that, since under his contract Dr. Whyte’s 
duties were those which might be assigned to him for the 
purpose of discharging the Authority's obligation under 
the Act, Dr. Whyte was not entitled to any additional 
remuneration for carrying it out. 

Lord MacDermott held that the work which was done by 
Dr. Whyte was work covered by his contract which the 
Authority was entitled to require him to do. It fell within 
the Authority's statutory duty, and Dr. Whyte was not 
entitled to additional remuneration for performing it. 


The Act which the Glasgow doctor contravened when he 
signed a medical certificate of incapacity for work without 
seeing his patient (Journal, November 1, p. 1111) was the 
National Insurance Act, 1946, not the National Health 
Service (Scotland) Act. 


Vital Statistics 


Gastro-enteritis in Yorkshire 

An infectious disease characterized by gastro-enteritis and 
pneumonia has recently broken out among young infants 
in the region of Thorne, near Doncaster. 6 deaths had been 
reported by November 25. The Thorne area consists of 
two mining communities, Thorne-Moorends and Stainforth- 
Dunscroft, with a population of 34,000 and a birth rate of 
21.3 per thousand population, On October 21 a child of 
2 months with gastro-enteritis was admitted to hospital 
from a caravan site in Thorne. After two weeks the child 
suddenly developed pneumonia and died in hospital on 
November 9. A second child, aged 3 weeks, was admitted 
on November 2 in serious condition and died from pneu- 
monia within 36 hours. This child had had mild gastro- 
enteritis for some days before admission and had shown 
no response to thorough drug therapy. At this stage there 
was no suspicion of any epidemic in progress. Routine 
stool examination had isolated staphylococci from the stools 
of these two cases. On the admission of a third case on 
November 4 investigations were started into finding a 
common factor. Gastro-enteritis was found to be prevalent 
among both adults and children. 

During November !2 and 13, 3 more deaths were notified 
in children aged 6 weeks, 6 months, and 1 year. All were 
admitted in moribund condition and died quickly. All gave 
a history of mild gastro-enteritis before suddenly developing 
a rapidly fatal bronchopneumonia, It was now evident that 
a serious infection was about, especially so as the symptoms 
preceding the pneumonia were of only a mild nature. The 


fourth death was reported to the coroner to enable specimens 
Inquiry 


to be obtained for virus research and identification. 
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showed that practically all these patients had been fed on 
a well-known brand of dried milk, and in view of the isola: 
tion of staphylococci from the patients investigations were 
undertaken to see whether this was a possible source, though 
it was thought to be unlikely. At the time of going to 
press a further 11 babies all under 1 year old had been 
admitted to hospital from this area, 4 from adjacent areas, 
and 1 (which died) from Hemsworth, a district 20 miles 
away. 
Graphs of Infectious Diseases 


The graphs below show the uncorrected numbers of cases 
(deaths for influenza) of certain diseases notified weekly in 
England and Wales (great towns for influenza). Highest 
and lowest figures reported in each week during the years 
1949-57 (influenza, 1953-7) are shown thus ------ , the 
figures for 1958 thus - Except for the curves show- 
ing notifications in 1958, the graphs were prepared at the 
Department of Medical Statistics and Epidemiology, London 
School of Hygiene and Tropical Medicine. 
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THE 


TREATMENT 
OF DIABETES 


An advance in the 
therapy of diabetes 


Rastinon tablets, developed by 
Farbwerke Hoechst AG., of Frank- 
furt/M., under the research No. 
D860, have now an established 
place in the therapy of diabetes 
mellitus. The large volume of 
clinical work and the number of 
papers published, reflect 
world-wide interest in Rastinon. 
This work clearly shows that for 
the suitable patient Rastinon tab- 
lets provide a form of therapy 
which is 


Simple, safe, effective 
and economical 


Rastinon is not a “sulphonamide 
drug,” has no anti-bacterial action 
and does not produce crystalluria. 
No cases of dyshaemopoiesis or 
other serious side-effects have been 
reported among the many thou- 
sands of patients satisfactorily con- 
trolled for more than two years. 

The suitability of a patient for 
treatment with Rastinon tablets 
is readily assessed in the diabetic 
clinic and once stabilised no 


difficulties have been experienced 
in controlling the patient. An 
acute intercurrent infection may 
necessitate a temporary return 
to insulin therapy. 


DOSAGE 

Once stabilised, from one to three 
tablets a day are normally all that is 
required to replace the insulin with 
its concomitant syringe, needles, 
swabs, and often nursing assistance 
as well. During the period of stabilis- 
ation it has been found that generally 
from four to eight tablets on the first 
day, three to six on the second and 
three to five on the third are 
sufficient. 

The daily amount should be 
divided into two or three doses and 
taken during or after meals with a 
little fluid. Higher doses are not 
usually more effective and are not 
recommended as they may occasion- 
ally cause hypoglycaemic reactions. 
The normal regime of urine examin- 
ation and dietary control remains 
necessary. 

To lessen the possibility of the 
patient taking a tablet other than 
Rastinon in error, each tablet is en- 


ADVERTISEMENT 


graved with the name Rastinon and 
the trade mark of the originators. 


PACKS 

Bottles of 100 and 500 tablets—each 
tablet contains 0.5 G. N-Butyl-N'- 
toluene-p-sulphonylurea (tolbut- 
amide). The basic cost to the N.H.S. 
of a week’s treatment is on average 
between 3/6d. and 5/3d. 
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Further information on request. 


Rastinon tablets are made in England and are obtainable exclusively from: 
HORLICKS LIMITED, SLOUGH, BUCKS. 


Sole distributors in the United Kingdom for 


HOECHST PHARMACEUTICALS LIMITED, SLOUGH 
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E RM ointment 


breaks the cycle— 
inflammation—itching—infection 


Inflammatory skin lesions are often complicated 
by the presence or threat of bacterial infection. 
gives simultaneous protection 


‘Hydroderm 
bacterial 


against inflammatory 
infections. * Hydroderm 
greasy base Hydrocortisone and the antibiotics, 
Neomycin and Bacitracin. Supplied in tubes of 


reactions and 


combines in an elegant 


5G. and 15G, 


Vade in Englaud ba 


MERCK SHARP & DOHME LIMITED, 


MAIN INDICATIONS FOR ‘HYDRODERM’: 

Seborrhoeic dermatitis, Infantile eczema, 
Adult eczema, Insect bites, Otitis externa. 
Contact dermatitis, Intertrigo, Pruritus 
ani, Pruritus vulvae, and similar inflam. 


matory conditions especially when 
secondary infection is present. 
HODDESDON, HERTS. 
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Venereal Diseases : Gonorrhoea Increasing 


In England and Wales during the quarter ending June 30, 
1958, 1,055 new cases of syphilis were reported as attending 
the clinics as compared with 1,244 the previous year. Of 
these, 163 were classified as primary, secondary, or latent 
in the first year of infection. 4 cases of congenital syphilis 
in children aged under 1 year were reported, and 105 cases 
in persons over that age. New cases of gonorrhoea (with 
corresponding 1957 figures in parentheses) numbered 6,855 
(5,880), of chancroid 64 (51), and of non-gonococcal 
urethritis (males only) 4,326 (4,280). 

New cases of gonococcal infection have sharply increased 
in both men and women. After the war new cases 
decreased, and in 1954 reached a record low level of 17,536. 
Since then they have risen annually, and in 1957 numbered 
24,381. This is about the same as the 1949 figures. The 
increase continued in 1958, and in the first six months of 
this year 12,911 new infections were seen, compared with 
10,953 in the first half of 1957. 


Week Ending November 15 


The largest fluctuations in the notifications of infectious 
diseases in England and Wales during the week ending 
November 15 were increases of 464 for measles, from 5,315 
to 5,779, 162 for whooping-cough, from 643 to 805, 63 for 
scarlet fever, from 912 to 975, and a fall of 196 for food- 
poisoning, from 392 to 196. 

The largest rises in the incidence of measles were 112 in 
Cheshire, from 262 to 374 (Congleton M.B. 89), 112 in 
Yorkshire West Riding, from 691 to 803 (Halifax C.B. 197), 
84 in Staffordshire, from 156 to 240 (Brownhills U.D. 56), 
75 in Lancashire, from 650 to 725 (Liverpool C.B. 138, 
Manchester C.B. 81, Preston C.B. 71), and 60 in Surrey, from 
120 to 180 (Croydon C.B, 77). No large changes were 
reported in the local trends of scarlet fever. The largest 
increase in the number of notifications of whooping-cough 
was 24 in Lancashire, from 46 to 70. 6 cases of diphtheria 
were notified, being the same number as in the preceding 
week. 

The notifications of acute poliomyelitis numbered 66, and 
these were 9 fewer for paralytic and 7 fewer for non-paralytic 
cases than in the preceding week. The largest returns were 
Lancashire 12 (Manchester C.B. 5, Denton U.D. 3), York- 
shire West Riding 11 (Huddersfield C.B. 3, York C.B. 2, 
Harrogate M.B. 2), Hampshire 5 (Southampton C.B. 4). 
Warwickshire 5 (Birmingham C.B. 4), and Devonshire 5 
(Plymouth C.B. 5). 

Notifications of dysentery, 614, were 12 fewer than in the 
preceding week. The chief centres of infection were York- 
shire West Riding 97 (Leeds C.B. 49, Hemsworth R.D. 19), 
London 80 (Deptford 14, Lewisham 11, Islington 10), Lanca- 
shire 63 (Eccles M.B. 29, Liverpool C.B. 19), Glamorgan- 
shire 49 (Cardiff C.B. 17, Rhondda M.B. 13), Warwickshire 
49 (Coventry C.B, 39, Birmingham C.B. 10), Cambridgeshire 
41 (Chesterton R.D. 34), Nottinghamshire 30, Hampshire 26 
(Southampton C.B. 18), Essex 24 (Leyton M.B. 15), and 
Cumberland 20 (Carlisle C.B. 16). 

The largest outbreak of food-poisoning was 20 cases in 
Droylsden U.D., Lancashire. 


VITAL STATISTICS 
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INFECTIOUS DISEASES AND VITAL STATISTICS 


Summary for British Isles for week ending November 8 
(No. 45) and corresponding week 1957. 

Figures of cases are for the countries shown and London administrative 
county. Figures of deaths and births are for the whole of England and 
Wales (London included), London administrative county, the 17 principal 
towns in Scotiand, the 10 principal towns in Northern Ireland, and the 14 
principal towns in Eire. 

A blank space denotes disease not notifiable or no return available. 

The table is based on information supplied by the Registrars-Gencral of 
England and Wales, Scotland, N. Ireland, and Eire, the Ministry of Health 
and Locat Government of N. Ireland, and the Department of Health of Eire. 


| 1958 1957 
Dysentery 72| 167) 4) 216; 28 | 90| 
Encephalitis, acute 0 0| | 
Enteric fever: | 
Paratyphoid .. 4 0/1(B) 0 5 0}1(B) 0 
Food-poisoning .. 392; 29) 10 0 126; 24 7 1) 
Infective enteritis or 
diarrhoea under 
2 years .. 32 15 
Measles® 5,315| 307| 48} 31/307] 1,676 30; 32| 25! 19 
Meningococcal in- 
fection .. 21; 10] «Of 2 
Ophthalmia neona- 
torum 6} 0 29 2| 2} 
Pneumoniat | 294) 24) 1 742| 74| 279 19) 69 
aralytic 
Non-paralytic |. | 23) 3 } 7 { 10 ol} 4 
Puerperal fever§ .. | 189, 21) 0 49) 14] 
Scarlet fever... | 912, 59, 103) 26, 23] 444; 60 14, 18 


} | | 
$43) 58) 132) 15) 
6| 15) 


Tuberculosis : 
Respiratory .. 497 74 103 16 
Non-respiratory | 69 |; 14) § 


100) 1041 86 


Whooping-cough.. |  643| 39% 3) 10 
1958 1957 
DEATHS | ad af gif], 
las | Sikg#izia 
Diphtheria 0 0 0 0 0 0 0 
Dysentery 1! 1 0 
Encephalitis, acute | | 1 | 0 
Entericfever ..| of of o ro of 
Infective enteritis or | 
diarrhoea under | | 
2 years .. 4) 0} 1 1) 1 
Influenza .. OF Of O 13) 
Measles .. 0 0) o| = 0 
Meningococcal in- | | 
Pneumonia | 393; 32 | a 52) 19) 18 
Poliomyelitis, acute| 2 o Of Oo 
Scarlet fever o Of] o} 0| 0 
Tuberculosis : | | 
Non-respiratory ae 0 0 oO | 2 O 
Deaths 0-1 year 36M) 2) 20) 32] 6 
Deaths (excluding 
stillbirths) 9,355 839 S71 116 158 818 $84| 126 179 
LIVE BIRTHS .._ 13,748 1148, 912. 192 372 11129) 902) 206 430 
STILLBIRTHS.. 307, 


* Measles not notifiable in Scotland, whence returns are approximate. 
* Includes primary and influenzal pneumonia 
Includes puerperal pyrexia 
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Medical News 


Travelling Fellowships for 1959-60.-The Medical 
Research Council invites applications for Rockefeller 
Travelling Fellowships in Medicine, which are intended for 
graduates resident in this country who have had some 
training in research work in medicine, surgery, or medical 
science ; Dorothy Temple Cross Research Fellowships in 
Tuberculosis, which are offered to suitably qualified 
British subjects “intending to devote themselves to the 
advancement by teaching or research of curative or 
preventive treatment of tuberculosis in all or any of its 
forms”; Alexander Pigott Wernher Memorial Travelling 
Fellowships in Ophthalmology and Otology, which are 
intended for medical graduates in the United Kingdom and 
Commonwealth who wish to study the prevention and cure 
of blindness and deafness. These fellowships are for the 
academic year 1959-60. Further particulars and forms of 
application may be obtained from the Secretary, Medical 
Research Council, 38, Old Queen Street, London, S.W.1, to 
whom applications should be sent not later than 
December 31, 1958. 


Fulbright Travel Grants.—The United States Educational 
Commission in the United Kingdom announces that, under 
the provisions of the Fulbright programme, travel grants are 
available to citizens of the United Kingdom and dependent 
territories to go to the U.S.A. for academic or educational 
purposes, such as study, research, or lecturing. All awards 
are competitive and are made by the Board of Foreign 
Scholarships in Washington upon the recommendations of 
the Commission. All applicants must possess a guarantee of 
adequate financial support in dollars for their visit, and 
afterwards they are expected to return to reside permanently 
in their home countries. Those in the graduate student 
category are expected to go to the United States for the 
academic year beginning in September, 1959. For those in 
the lecturer/research scholar category, travel grants are 
available between June 1, 1959, and April 1, 1960. The 
closing dates for applications are’ March 14 for those 
travelling between June 1 and August 15, 1959 ; and June 1 
for those travelling between August 16, 1959, and April 1, 
1960. Further details may be obtained from the Commission, 
71, South Audley Street, London, W.1. 


Rockefeller Grants.—For the third quarter of 1958 
Rockefeller Foundation grants totalled $1.777m. Grants for 
medical education and public health accounted for 
$480,107, and for biological and medical research $232,557. 
Major grants were provided for research on genetics (in 
Switzerland and Sweden) and on the mode of action of 
insecticides (U.S.A.). In Britain the department of 
chemistry at King’s College, Newcastle upon Tyne, receives 
$15,000 for work on the chemistry of biologically 
important compounds, under the direction of Professor J. 
Bappitey. Sir Harotp Himswortn, F.R.S., Secretary of 
the Medical Research Council, receives a grant to allow him 
to confer with scientific colleagues in the United States ; and 
Professor C. H. WADDINGTON, F.R.S., professor of animal 
genetics at Edinburgh, receives support for a study of the 
influence of science on the visual arts during the twentieth 
century. 


“International Pharmacopoeia.”"—The W.H.O. expert 
committee on the International Pharmacopoeia met in 
Geneva last month to discuss the preparation of the 
second edition. Volumes I and II of the first edition 
were published in French, English, and Spanish and 
subsequently translated into German and Japanese. A 
supplement to these two volumes is being printed, and the 
committee, which included Mr. T. C. DENSTON, secretary 
of the British Pharmacopoeia Commission, also discussed 
the publication of information § sheets about new 
pharmaceutical preparations. 
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General Optical Council—Mr. G. G. Baker, Q.C.. 
Recorder of Wolverhampton, has accepted the invitation of 
the Privy Council to be chairman of the General Optical 
Council, which will be established under the Opticians Act, 
1958, on January 1. The full membership of the Council 
is expected to be announced shortly. Mr. A. T. GERARD, 
of the Ministry of Health, has been appointed registrar of 
the Council. 


Edgar-Gentilli Scholarship——The council of the Royal 
College of Obstetricians and Gynaecologists invites 
applications for the Edgar-Gentilli scholarship (up to a 
total value of £1,000 per annum). Its primary object is 
to encourage research on chorionepithelioma, although work 
on the trophoblast, its interaction with maternal tissue, or 
on the placenta may be regarded as relevant. Further 
details are to be found at p. 52 of the advertisements. 
The closing date for applications is December 31, 1958. 


Lalor Foundation.—For its programme of grants next 
year the Lalor Foundation offers grants in support of 
research on the basic biochemical and_ biophysical 
mechanisms affecting fertility and reproduction in various 
species. The grants range from a nominal amount up to 
$8,000 a year, and they are designed primarily to assist 
younger academic research workers. Awards may be 
granted to nationals other than U.S. citizens, though usually 
on condition that the research is done at an American 
institution. The final date for applications is January 14. 
Further details are obtainable from the Lalor Foundation, 
4400, Lancaster Pike, Wilmington, 5, Delaware, U.S.A. 


Medical Psychotherapy.—At the International Congress 
of Psychotherapy, held in Barcelona in September, it was 
decided to set up an international organization to promote 
co-operation and the exchange of views between medical 
psychotherapists, irrespective of their school. The Acta 
Psychiatrica was adopted as the organization’s official 
journal, and it was decided to hold an international con- 
gress every three years, the next to be in Vienna in 195]. 
The following were elected to the committee: president, 
Professor M. Boss (Zurich); vice-president, Professor R. 
Sarro (Barcelona); hon. secretary, Dr. H. K. Fierz 
(Kreuzlingen, Switzerland); hon. treasurer, Professor E. 
Carp (Leyden); and Dr. J. Brerer (London), Dr. R. Esc- 
OLoFsson (Stockholm), Professor V. FRaNKL (Vienna), and 
Mrs. E. WeiGcert (U.S.A.). 


Society for Psychosomatic Research.—The annual dinner 
was held at the Royal College of Physicians of London on 
November 20. The guest of honour was Dr. Kurt Haun, 
formerly headmaster of Gordonstoun School. 


Honorary Degrees at Leeds—The court of Leeds 
University has decided to confer the honorary degree of 
D.Sc. on Mrs. DorotHy Hopckin, F.R.S., reader in x-ray 
crystallography at Oxford, and on Sir RUDOLPH PETERS, 
F.R.S., at a congregation on May 14. 


Dr. R. S. Aitken, Vice-Chancellor of Birmingham 
University, had conferred on him recently the honorary 
degree of Doctor of Laws of McGill University. 


Sheffield University—Dr. M. A. Wicson, deputy director 
of the Public Health Laboratory, Sheffield, has been 
appointed an honorary part-time lecturer in bacteriology. 


Faculty of Medicine, Bristol—Dr. E. W. Braprorp. 
senior lecturer in preventive dentistry and parodontal 
diseases at St. Andrews, has been appointed to the chair 
of dental surgery from March 31, 1959. Professor A. 1. 
DARLING will assume the title of “professor of dental 
medicine.” 


Guy’s Hospital Medical School.—The title of “ reader in 
orthodontics in the University of London” has been 
conferred on Mr. W. J. TuLtey in respect of his post at 
Guy’s Hospital Medical School. 
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BY: SANDOZ 


TABLETS 
0.25 mg. total alkaloids of belladonna 
50 mg. Phenobarbitone B.P. 


s 
Sandoz Products Limited 23 Great Castile Street 


London, W.1 
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ADVERTISEMENT 


When you examine 


TAMPAX 


please note... 


Fepithelium 


Fine surgical cotton forms the ‘Tampax tampon—-the kind a surgeon might use for 
a surgical dressing. Its contact with the resilient stratified squamous epithelium 
of the vaginal canal—ever protectingly moistened by its own transudate and by 
uterine secretion—is altogether gentle and non-irritant. 
' Yet its superior absorbency affords a safe margin of protection without bulky 
packing—compression of the tampon permitting easy insertion, and _ flat 
expansion conforming it to the vaginal cross-section. Indeed, so comfortable 
is T'ampax in situ, (when correctly placed well within the introitus) that the 
user is hardly aware of its presence. 
Designed by a physician, ‘l'ampax is supplied in two absorbencies 
(Regular and Super) to meet individual requirements. Its central 
stitching precludes the possibility of disintegration, and its positive 
“wick”’ action prevents any blocking of the flow. 
‘The comfort, convenience, and freedom it affords your patients can 
reflect your own judgment as to the hygienic superiority of this 
internal form of menstrual protection. 


HAVE YOU EXAMINED TAMPAX RECENTLY? ' Tampax provides better physical management 
Professional samples and literature will gladly be f 

supplied by Medical Department, Tampax Limited, of menstrual hy giene 

Belvue Road, Northolt, Greenford, Middlesex. 


: 
a : * 
NS | 
How 
. pleas? note aisom 
How easy it is fo" your 
patien® to insert 
How flat Tampe* expands 
to fit the vaginal! canal- 
How positive its wick action 
in absorbine the 
How daintY it is fO" your 
patien'® to yemove- 
How well it® adapte4 to 
needs- 
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COMING EVENTS 


St. Bartholomew’s Hospital—The 13th Decennial Club 
will meet on December 6 at the Connaught Rooms, London, 
W.C.2. Further details may be obtained from the secretaries 
of the club, St. Bartholomew's Hospital, London, E.C.1. 


FitzPatrick Lectures—Dr. W. S. C. will lecture 
at the Royal College of Physicians on December 9 and 11 
at 5 p.m. His subject will be “ Medical Practice in the 
Tudor Period.” 


Harben Lectures.—Sir SAMUEL P. BEDSON, F.R.S., will 
lecture on “The Psittacosis-Lymphogranuloma Group of 
Infective Agents * on December 8, 9, and 10, at 4 p.m. at the 
Royal Institute of Public Health and Hygiene, 28, Portland 
Place, London, W.1. 


British Records Association—Exhibition of medical 
records (see p. 1328) in the library of the Royal College of 
Physicians of London until December 12 (weekdays 10 a.m.- 
5 p.m. ; Saturdays 10 a.m.-1 p.m.). 


Stubbs’s Anatomical Drawings.—A collection is on view 
in the gallery of the Arts Council, 4, St. James’s Square, 
London, S.W.1, until December 13, from 10 a.m. to 6 p.m. 
including Saturdays (Tuesdays and Thursdays, 10 a.m. to 
8 p.m.). 


NEW ISSUES 
SPECIALIST JOURNALS AND ABSTRACTS 


The journals listed below are obtainable from the Publishing 
Manager, B.M.A. House, Tavistock Square, London, W.C.1\. 


Abstracts of World Medicine.—Issued in the first week of each 
month, this journal contains abstracts of important papers 
selected from the current medical literature of the world. 
Annual subscription £4 4s. 


SOCIETIES AND LECTURES 


A fee is charged or a ticket is required for attending lectures marked @. 
Application should be made first to the institution concerned. 


Monday, December 1 

DENTAL AND Mepicat Society FOR THE STUDY OF HyYPNosIs.—At Royal 
Society of Medicine. 8 p.m., Dr. A. G. Davies: Hypnosis, Sex, and 
Sexual Disorders 

Guy's Hosprrat.—At Anatomy Lecture Theatre, 5.15 p.m., lecture- 
demonstration in endocrinology by Dr. P. M. F. Bishop: Hypopituitarism. 

@INstiruTe OF OBsTETRICS AND GyNnaecotcGy.—At Chelsea Hospital for 
Women, 4.30 p.m., Guest Lecture by Mr. Frank Denny: Carcinoma 
and other Disorders of the Vulva. 

Liverpoot University: Facutty OF Mepicine.—At Large Lecture Theatre, 
New Medical School, Ashton Street, 12 noon, Mr. D. P. Choyce: 
Onchocercal Eye Lesions. 

MaRicorouGH Day Hosprrat.—-8.15 p.m., film: Aspects of Childhood 
Psychosis. A discussion will follow. 

Universiry Coitece Lonpon.—At Physiology Lecture Theatre, Gower 
Street, W.C., 5.30 p.m., special university lecture in pharmacy by 
ae ane Z. M. Bacq (Liége): Substances Which Protect Against Ionizing 

adiations 


Tuesday, December 2 

British PostTGRaDUATeE MepicaL Feperation.-At London School of 
Hygiene and Tropical Medicine, 5.30 p.m., Dr. C. N. Armstrong: 
Intersexuality. 

ILporD Mepicat Society.—-At King George Hospital, 8.45 p.m., Squadron 
Leader P. Howard: * Some Physiological Aspects of High Speed Flight.”’ 
Members of Stratford Division, B.M.A. are invited. 

INSTITUTE OF DzRMATOLOGY.—5.30 p.m., Dr. B. Russell:; Bacteria on the 
Skin Surface 

MANCHESTOR UNIVERSITY: DEPARTMENT OF OCCUPATIONAL HEALTH AND 
NortH-West ENGLAND Facutty, OF PRACTITIONERS.~ 
At Theatre 1, Chnical Sciences Building, York Place, 8.30 p.m., Pro- 
fessor R. E. Lane: Some Industrial Diseases. 

Royat Army Mepicat CoLtece.—S p.m., Sit James Paterson Ross: 
Changing Scope of Surgery. 

Royat CoLLeGe oF SuRGEONS OF ENGLAND.—S p.m., Hunterian Lecture by 
Professor G. S. M. Bovha: Closing Mechanism Between Stomach and 
Ocsophagus and its Importance in Surgery of the Gastro-ocsophageal 
Junction. 

St. Anprews UNiversity.—At Physiology Department Lecture Theatre, 
5 p.m., Dr. J. Tball: Investigating the Molecular Structure of Biological 
Mererials 

Str. Mary’s Hosprtat Mepicat ScHoo..—At Wright-Fleming Institute 
Theaire, 5 p.m., Mr. E. A. J. Alment: Foetal Distress and Resuscitation 
of the Newborn. 

University LONDON: DrPARTMENT OF PHARMACOLOGY.—At 
Physiology Theatre, Gower Street, W.C., 5.30 p.m., Dr. W. S. Feldberg, 
F.R.S.: Some Physio'og'cal Aspects of General Anaesthesia. 

West Enp Hospital FOR NEUROLOGY AND NEUROSURGERY.—5S.30 p.m., Dr. 
E. H. Larkin: ** Physical *’ Treatments in Psychiatry. 


Wednesday, December 3 

INSTITUTE OF DermMaTOLOGy.—5S.30 p.m., Dr. A. Tickner: Some General 
Aspects of the B.ochemistry of the Skin. 

INstiITUTE OF Diseases OF THE CHeEsT.—S p.m., Mr. W. P. Cleland: 
Secondary Lung Tumours. 


MEDICAL NEWS 


British 


INSTITUTE OF LARYNGOLOGY AND OTOLOGY.—5.30 p.m., Dr. I. Friedmann, 
Dr A. Osborn, and Dr. A. L. Jeanes: clinical pathological 
conferences. 

INSTITUTE OF UroL_oGy.—4.30 for 5 p.m., Mr. A. W. Badenoch: 
Haematuria. 

MANCHESTER Mevicat Sociery.—At Large Anatomy Theatre, Manchester 
University, 4.30 for 5 p.m., Dr. J. D. Spillane: The Cervical Spine. 
MIDLAND MepicaL Society.—At Birmingham Medical Institute, 8.15 p.m., 
symposium by Dr. M. J. Meynell, Dr. S. Sevitt, and Mr. H. C. McLaren: 

Prevention and Treatment of Pulmonary Embolism. 

@NatTionaL COLLEGE OF RUBBER TECHNOLOGY, Northern Polytechnic, Hollo- 
way Road, N.—6.30 p.m., Mr. W. C. Favager: Plastics in Hospital 
Equipment. 

PosTGRADUATE MEDICAL SCHOOL OF LONDON.—2 p.m., Guest Lecture by 
Dr. R. 1. S. Bayliss: Laboratory Investigations in Endocrinology. 

University Lonpon.—(1) At Physiology Lecture Theatre, Gower 
Street, W.C., 5.30 p.m., special university lecture in pharmacy by Pro- 
fessor Z. M. Bacq (Liége): Substances Which Protect Against Ionizing 
Radiations. (2) At Anatomy Theatre, Gower Street, W.C., 5.30 p.m., 
special university lecture by Professor O. E. Lowenstein: Sensory Func- 
tion and Qualitative Information. 


Thursday, December 4 

BRITISH POSTGRADUATE MeEDICAL London School of 
Hygiene and Tropical Medicine, 5.30 p.m., cs. E. Scowen : 
Hyperoxaluria. 

FOUNTAIN Hospitat.—S.30 p.m., symposium: Psychological Research in 
Mental Deficiency. Papers by Dr. Mary Woodward, Mr. F. Orford, 
Mr. J. Lyle, Mrs. Lydia Mundy, and Mrs. M. W. Gillian Brandon. 

LiverPooL MEDICAL INSTITUTION.—8 p.m., Mr. H. Savin: Facies in 
Disease. 

ROYAL COLLEGE OF SURGEONS OF ENGLAND AND INSTITUTE OF LARYNGOLOGY 
AND OTOLOGY.—At Royal College of Surgeons of England, 5.30 p.m., 
Otolaryngology Lecture by Sir Stanford Cade: Cancer of the Tongue. 

Royal Society or HeattrH.—At Wulfrun Hall, Wolverhampton, 10 a.m., 
Dr. P. Phelps and Mr. G. W. Mullett: Radiation Hazards and the 
Local Authority; Miss Hilary Clark: Some Human Aspects of Over- 
spill Housing. 

St. ANprRews UNIvVeRSITY.—At Physiology Department Lecture Theatre, 
5 p.m., Professor J. lL. P. James: Early Treatment of the Injured Hand. 


St. GerorGe’s Hospttat Mepicat p.m., Sir Paul Mallinson: 


postgraduate demonstration in psychiatry. 

University COLLEGE LONDON.—-At Anatomy Theatre, Gower Street, W.C., 
5.30 p.m., special university lecture by Professor O. E. Lowenstein: 
Sensory Function and Qualitative Information. 


Friday, December 5 

@InstiruTe oF p.m., Dr. A. D. Porter: clinical 
demonstration. 

INSTITUTE OF Diseases oF THE CHEsT.—S p.m., Dr. N. S. Plummer: 
clinical demonstration. 
INSTITUTE OF LARYNGOLOGY AND OTOLOGY.—3.30 p.m., clinical discussion 
for general practitioners by Mr. Wallace Black: Swellings in the Neck 

and their Management. 

PrymMoutH Mepicat Socrety.—At Freedom Fields, 8.30 p.m., Professor 
Alan Moncrieff: Marasmus in Young Children—a new outlook. 

POSTGRADUATE MEDICAL SCHOOL OF LONDON.—(1) 10 a.m., Guest Lecture by 
Mr. R. V. Cooke: More About Biliary Tract Surgery. (2) 4 p.m., Guest 
Lecture by Professor N. H. Martin: Myelomatosis. . 

Royat Society oF GiasGow.—At Royal Faculty’ of 
Physicians and Surgeons of Glasgow, 8.30 p.m., short papers by Dr. 
W. A. J. Crane. Dr. W. G. Whyte, and Dr. R. Fife. 

University LONDoN.—At Anatomy Theatre, Gower Street, W.C., 
5.30 p.m., special university lecture by Professor O. E. Lowenstein: 
Sensory Function and Qualitative Information. 

Wuipes Cross Hospitat Mepicat Soctety.—8.30 p.m., joint mecting 
with East Metropolitan Branch of Pharmaceutical Society. Lecture by 
Superintendent G. E. Salter (New Scotland Yard): Scientific Detection of 
Crime. 


Saturday, December 6 

INSTITUTE OF LARYNGOLOGY AND OTOLOGY.—11.30 a.m., special lecture by 
Mr. J. A. Su'livan (Toronto): Modern Temporal Pone Sureery. 

KENT PaepiaTRic AND Socrery.—At Children’s Department, 
Farnborough Hospital, 3 p.m., Dr. A. Elliott: New Development in Child 

ealth. 

anp THoracic Socrety.—-At Birmingham Medical Institute, 3 p.m., 
Dr. C. W. D. Cole: The Working Foundryman and his Chest. 

SOUTH-EAST METROPOLITAN REGIONAL TUBERCULOSIS SoctETY.—-At St. Bar- 
tholomew’s Medical College, 10 a.m., joint meeting with North-East 
Metropolitan Regional Tuberculosis Society. 


Sunday, December 7 

University Hosprrat.—10.15 a.m., meet in Rowland Ward Hall, 
St. Pancras Hosp‘tal, St. Pancras Way, N.W. Lecture-demonstration for 
general practitioners. Clinical demonstration by Lord Amulree: Care 


of the Aged. 


BIRTHS, MARRIAGES, AND DEATHS 


DEATHS 


Barton.—On October 24, 1958, at his home, Douglas Elliott Barton, M.B., 
B.S., C.P.H., D.I.H., of Bexley Heath, Kent. 

Crabtree.—On November 7, 1958, at Scarborough Hospital. Jane Crabtree 
(formerly Bamford), M.B., Ch.B., of 2, Holbeck Court, Scarborough, 
‘orks. 

nae on November 9, 1958, in hospital, Glyndwr Morison Lewis, T.D., 

ar November 7, 1958, at Eastwood, Notts. Leslie George 
McLean. M.M., M.B., Ch.B., of $9 Nottingham Road, Eastwood. 

Masters.—-On November 7. 1958, Edgar James Ma ters. M.B., B.S., D.C.H., 
D R.C.OG.. of Cornerways. The Boulevard. Worthing, Sussex, aged 30, 

Porter.—On November 5 1958, at Godalming, Surrey, Douglas Porter, 
M.B., Ch.B.. D.P.H. 

Roberts.—-On November 9, 1958, in a nursing home. Wilmslow, Cheshire, 
Hubert Shearwood Roberts. M.D., late of Southport, Lancs. : 

Waller.—On November 7. 1958, at The Croft. The Street, Rustington, 
Sussex, Wathen Ernest Waller, M.D... MRC.P. 

Whitley.—-On November 4, 1958, in hospital, William Frederic James 
Whit'ey, M.D.. D.P.H., of 44, Church Burn Drive, Morpeth, Northum- 
berland, aged 84, 
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Any Questions ? 


We publish below a selection of those questions and 
answers which seem of general interest. It is regretted 
that it is not possible to supply answers to all questions 
submitted. 

Serum Lipase and Protease 

Q.—What are the normal values of serum lipase and 
protease (the various trypsin-like enzymes), and what are 
the approximate values of significance in pancreatitis ? 

A.—Normal values of serum lipase are up to 12 units. 
A definition of the units and details of the method are given 
by Cherry and Crandall’ and also by Maclay.’ Little of 
the lipase normally present in serum is derived from the 
pancreas, but in pancreatitis the pancreatic contribution, and 
hence the total serum lipase, rises—the latter being roughly 
parallel to the serum diastase—though declining more slowly 
as the pancreatitis subsides. On the whole lipase estima- 
tions add little information to that supplied by diastase 
estimations, and for this reason, and also because estimation 
of lipase is not simple, the method has been little used as 
a diagnostic test. 

Methods for estimating serum trypsin have hitherto 
proved unsatisfactory. But recently Nardi’ has devised a 
method in which a synthetic polypeptide (e-benzoyl-l- 
arginine amide hydrochloride) is the substrate, the amide 
group being split off : the ammonia so formed is a measure 
of tryptic activity. Nardi’s control group (8 normals and 
27 patients without pancreatic disease) is small and needs 
extending to include a group with extensive tissue necrosis. 
In this control group serum trypsin varied between 0 and 
120 units, except in one case of cholecystitis, where the 
figure was 260 units. In 14 of 16 cases of pancreatitis serum 
trypsin exceeded 240 units, although in 6 of these cases 
serum diastase and lipase were normal. In 7 cases of car- 
cinoma of the pancreas serum trypsin was greatly raised in 
6, although in 4 of these serum diastase and lipase were 
normal]. Nardi’s data suggest that estimation of serum tryp- 
sin provides a more reliable test for pancreatitis and car- 
cinoma of the pancreas than estimation of diastase or lipase. 
In chronic sclerosing conditions of the pancreas all these 
tests are likely to be negative. 

REFERENCES 
Cherry, I. S., and Crandall, L. A., Amer. J. Physiol., 1932, 100, 266 


* Maclay, E., Amer. J. med. Tech., 1948, 14, 197. 
* Nardi, G. L., J. Lab. clin. Med., 1958, 52, 66. 


Disinfecting Vehicles 

Q.—What is the most effective method of disinfecting a 
vehicle after transport of infectious diseases ? 

A.—tThe best method, to leave the inside of the vehicle in 
an acceptable state, is to use a “ white” disinfectant (stable 
emulsions of crude cresol and the higher phenolic constitu- 
ents of coal tar in water; on dilution they form weaker 
emulsions) with a fine spray two or three times, or 25% 
formalin in industrial spirit with oil of lavender g.s. The 
interior is then wiped down and the doors left open. 


Wintering Abroad 

Q.—Would wintering abroad help a patient who has 
attacks of bronchitis each winter, and, if so, where ? 

A.—A sufferer from winter cough of this character would 
certainly benefit from avoidance of the climatic conditions 
that are usual in this country during the first quarter of the 
year. There is a wide choice of suitable residences abroad. 
If there is an asthmatic element or any considerable degree 
of emphysema, altitude demands some attention, since for 
some indefinite reason, whether physical or biochemical, 
asthmatic subjects are most comfortable at a critical height, 
and those with emphysema and any cardiac disability 
should avoid situations above three or four thousand feet 
(914-1,219 m.). With these exclusions, the elevated valleys 
of Davos and Arosa-—-about 5,000 feet (1,524 m.}—are 
satisfactory at this time of the year. The banks of the Lake 


ANY QUESTIONS ? 


of Geneva—1,200 feet (336 m.) or so—which are well 
protected from wind, are also suitable. Of entirely different 
type are Madeira, the Canaries, Gibraltar, Majorca, the 
British West Indies, Algiers, and Assouan. The last-named, 
on the edge of the desert, appeals strongly to me. 

There is thus no difficulty in nominating desirable resi- 
dences: the choice is dependent upon a number of factors 
apart from climate. Expense may be of crucial importance 
both in transport and—since a long-term arrangement is 
contemplated—in residence. Social and _ psychological 
considerations demand attention, and into these enter indi- 
vidual tastes and habits. One may be easily reconciled to 
comparative solitude, and in fact prefer to be left to his 
own resources, while another suffers intolerable boredom 
without the provision of social contacts, distractions, enter- 
tainments, and recreations. It is clear, therefore, that it is 
necessary to decide what the patient desires apart from 
change of climate and to make appropriate inquiries about 
the circumstances of the various places mentioned, especially 
if his experience as a traveller has been limited. If I place 
Assouan in the forefront it is from recollection of my own 
visits during the months of January-February. I preserve 
the impression of a perfect climate. This, however, was 
many years ago and inevitably much alteration in accommo- 
dation and other matters must have occurred. Algiers, 
especially Mustapha Superieur, has attractive features apart 
from climate, which, although satisfactory, cannot compete 
with that of Assouan, By the end of March it is sometimes 
rather uncomfortably hot. The journey is much shorter 
than that to Assouan. Transport to all places mentioned is 
naturally a variable feature. 


Cresol Vapour 

Q.—Is there any likelihood of cresol vapour being carcino- 
genic when inhaled frequently in the treatment of some 
respiratory conditions ? 

A.—There is no evidence that pure cresol is carcinogenic, 
and the fraction from coal tar which contains cresols would 
be unlikely to contain any of the known carcinogenic 
hydrocarbons in any quantity. Although it is difficult to be 
certain, it would seem to be unlikely that cresol vapour 
used in the treatment of respiratory conditions would cause 


cancer. 
NOTES AND COMMENTS 


Fibrinosol.—In experimental work to devise a serum test for 
the early diagnosis of carcinoma use is sometimes made of an 
organic substance called fibrinosol. Ashe Laboratories Ltd., 
Ashetree Works, Kingston Road, Leatherhead, Surrey, inform 
us that fibrinosol is a by-product of their chemical manufacture, 
and they are willing to supply it free of charge to any hospital 
on request. 

Disclaimer by Professor Aird.—Professor IAN AIRD writes: 
Would you be kind enough to inform our profession through 
your columns that the illustrated article which appeared on 
November 23 in a Sunday newspaper, and in which my name 
featured, was prepared and published without information from 
me and without my knowledge, nor did I furnish the illustrations 
for it. 

Correction.—The fifth sentence of Mr. H. H. Nixon’s letter on 
extra skin creases (“Notes and Comments,” November 15, 
p. 1244) should read: “He did not mention that they also had 
symmetric skin creases...” not “... asymmetric skin 
crenees. . 


All communications with regard to editorial business should be addressed 
to THE EDITOR. British Mepicat Journat, B.M.A. House, Tavistoce 
Souare, Lonpon, W.C.1. TeLerHone: EUSTON 4499. TELEGRAMS: 
Aitiology, Westcent, London. ORIGINAL ARTICLES AND LETTERS 
forwarded for publication are understood to be offered to the British 
Medical Journal alone unless the contrary be stated. 

Authors desiring REPRINTS should communicate with the Publishing 
Manager, B.M.A. House, Tavistock Square, W.C.1, on receipt of proofs. 
Authors overseas should indicate on MSS. if reprints are required, as 
proofs are not sent abroad. ‘ 

ADVERTISEMENTS should be addressed to the Advertisement Director, 
B.M.A. House, Tavistock Square, London, W.C.1 (hours 9 a.m. to 
5 p.m.). TetepHone: EUSTON 4499. TexeoraMs: Britmedads, 
Westcent, London. 

MEMBERS’ SUBSCRIPTIONS should be sent to the SECRETARY of 
the Association. TeLtepHonr: EUSTON 4499. TeteGcrams: Medisecra, 
Westcent, London. 


B.M.A. ScorrsH Orrice: 7, Drumsheugh Gardens, Edinburgh. 
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